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Abstract 

The reactions of aldehydes and a non-conjugated alcohol, (E)-octa-3,7-dien-1-ol, in 

the presence of halogen-containing reagents afforded the corresponding halogenated 

bicyclic molecules in good yields. The optimization, scope and limitations of the 

reactions as well as scale-up reactions have been examined. Quantum chemical 

mailto:kmatsumo@chem.kindai.ac.jp
mailto:-ando@sci.kj.yamagata-u.ac.jp
mailto:-ando@sci.kj.yamagata-u.ac.jp


2 

calculations helped clarify the microscopic mechanism of a key reaction process, the 

introduction of a Cl atom to a bicyclic carbocation.  

Keywords 

Prins Cyclization; C－C Bond Formation; Bicyclic Molecules; Sequential Reactions 

Introduction 

Prins cyclization and related chemistry have attracted much attention, because the 

simple operation using aldehydes and homo allylic alcohols with some kinds of 

chemical reagents produces various tetrahydropyran rings [1-3]. The reactions often 

play an important role in the field of the total synthesis of natural products [4-8]. Among 

them, the integrated Prins cyclization [9-10], in which the Prins cyclization and another 

type of reactions have been combined, is one of the most widely explored 

transformations in organic synthesis [11-14]. For instance, Reddy and co-workers have 

extensively studied the tandem cyclization involving Prins cyclization so far [15-22]. 

 

Scheme 1. Prins cyclization followed by (a) the fluorination (our work) [23] and (b) the 

halogenation such as chlorination and bromination (this work). TMS = trimethylsilyl 
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Recently, we have reported the integrated Prins cyclization using various aldehydes 

and a non-conjugated diene alcohol, (E)-octa-3,7-dien-1-ol. In the presence of 

BF3·Et2O and a catalytic amount of TMSCl, the cyclization gave the corresponding 

bicyclic compounds in good yields (Scheme 1 (a)) [23]. A single fluorine atom was 

contained in the cyclized products. If we succeed in combining other halogenation 

reactions, such as chlorination and bromination, with the bicyclization, it would greatly 

increase the value of our reaction because the halogen group introduced is useful for 

subsequent derivatization processes [24-32]. In this work, we have studied the 

possibility of the introduction of Cl and Br atoms in the termination of the integrated 

Prins cyclization using (E)-octa-3,7-dien-1-ol (Scheme 1(b)). The simple and 

accessible syntheses of the halogenated bicyclic compounds have been attained. In 

addition, we have theoretically investigated the key mechanism of the chlorination of a 

bicyclic carbocation, which leads to the formation of the end products. 

Results and Discussion 

Table 1 shows the results of the reaction optimization. The non-conjugated diene 

alcohol, (E)-octa-3,7-dien-1-ol (2), was synthesized according to our previous report 

[23]. We employed the basic reaction condition of reagents and halide source reported 

by Liu et al [26]. The reaction of n-octanal (1a, 0.25 mmol) and 2 (0.25 mmol) in the 

presence of TMSCl (2 eq) and AlCl3 (0.05 eq) in CH2Cl2 (2 mL) at −40 oC did not give 

the desired product 3aCl at all (entry 1). Likewise, the increased amount of 1a such as 

0.50 mmol (2 eq) with AlCl3 (0.05 eq) or without AlCl3 did not yield 3aCl (entries 2-3). 

However, the reaction using AlCl3 (1 eq) at −40 oC gave the corresponding product 

3aCl in 89% yield (entry 4). As for the reaction temperature, the condition of −5 oC was 

also examined, and the results are summarized in entries 5 to 8. The reaction in the 
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absence of AlCl3 afforded 3aCl in 20% yield (entry 5). The combination of TMSCl (2 

eq) and AlCl3 (0.05 eq) gave 3aCl in 12% yield (entry 6). Interestingly, the combination 

of TMSCl (2 eq) and AlCl3 (1 eq) gave 3aCl in 87% yield (entry 7), in which the ratio of 

diastereomers associated with the Cl position was 1.2:1. The 1H NMR analysis clarified 

that the major diastereomer has the Cl group on the axial position. In addition, the use 

of AlCl3 (2 eq) in the absence of TMSCl also produced 3aCl in 90% yield (entry 8). 

These results highlight the importance of a sufficient amount of AlCl3 for a better yield, 

although entry 5 evidently shows that TMSCl can act as a chloride source. Based on 

the above investigations, the conditions of entries 4, 7 and 8 can be regarded as 

optimized parameters. Here, given the good performance reported by Liu et al [26] and 

a high yield of 3aCl, we adopted the condition of entry 7, in which the combined use of 

TMSCl (2 eq) and AlCl3 (1 eq) would facilitate the Cl introduction to various cyclized 

carbocation intermediates. We adopted −5 oC rather than −40 oC for easy handling.  

As for the introduction of a Br atom into the cyclized compounds, we employed a 

condition similar to entry 7. The use of TMSBr (2 eq) and AlBr3 (1 eq) in CH2Cl2 

surprisingly produced a mixture of 3aBr and 3aCl in a total yield of 86% yield (entry 9). 

This indicates that Cl− or its equivalent originating from CH2Cl2 might also attack an 

intermediate of a cyclized carbocation. To avoid the contamination of 3aBr and 3aCl, 

we used the CH2Br2 as a solvent, which actually gave 3aBr in 91% yield (entry 10).  

Because it turns out that the reaction optimization was achieved, we now discuss 

the scope and limitations of the bicyclization reactions accompanied by the Cl 

introduction (Table 2). The reaction of benzaldehyde (1b) using the optimized condition 

produced the desired product 3bCl bearing a Cl moiety in 87% yield (entry 1). The 

aromatic aldehyde derivatives such as 4-methylbenzaldehyde (1c), 3-

methylbenzaldehyde (1d), 4-chlorobenzaldehyde (1e), 3-chlorobenzaldehyde (1f), 4-

nitrobenzaldehyde (1g), and 3-nitrobenzaldehyde (1h) were also promising starting 
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substrates, leading to the corresponding cyclized and chlorinated compounds in good 

yields (entries 2-7). In the case of 2-nitrobenzaldehyde (1i), three diastereomers were 

formed in good yield of 3iCl, in which diastereomer ratio was 1.2:1:1 (entry 8). The 1H 

NMR analysis of 3iCl indicated that the 2-nitrobenzene ring in any of the three 

diastereomers was located in the equatorial position, the Cl atom in two of the three 

was located in the axial position, and the Cl atom in the remaining one was located in 

the equatorial position. This result suggested that one of the three diastereomers might 

have a cis condensed ring, although the detailed structural analysis was difficult 

because of the overlapping of 1H NMR spectrum. The NO2 group in 1i might 

intramolecularly stabilize the intermediate from D by using NO2 participation, although 

the detail is not clarified as yet. (vide infra, Scheme 3). 

 

Table 1. Reaction optimization.a 
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aThe reaction was carried out using 1a (0.25 mmol or 0.50 mmol) and 2 (0.25 mmol) 

with chemical reagents in CH2Cl2 (2 mL) at T oC for 24 h; bIsolated yields after the 

preparative GPC separation of crude materials; cn.d. = no detection; dDiastereomer 

ratio was determined using 1H NMR spectra, which were derived from isolated and 

purified products. The ratio of diastereomers is given in the order of major diastereomer 

of 3 : minor diastereomer of 3, shown in Scheme 3. In most entries, the 1H NMR spectra 

imply a small amount of third diastereomer contamination, which has not been 

unambiguously confirmed yet; e3aBr and 3aCl were obtained as a mixture. The 

isolated yield was calculated using the average molecular weight of 3aBr and 3aCl 

and the 3aBr and 3aCl contributions to 13C NMR spectra, instead of the strongly 

overlapping 1H NMR spectra. The ratio of 3aBr/3aCl was 1.1:1. For both of 3aBr and 

3aCl, diastereomer ratio was 1.6:1; fCH2Br2 (2 mL) was used instead of CH2Cl2 in order 

to avoid the formation of 3aCl.  

 

In the cases of 4-methoxybenzaldehyde (1j), 3-methoxybenzaldehyde (1k) and 2-

methoxybenzaldehyde (1l), the reactions smoothly proceeded to give the products of 

3jCl, 3kCl and 3lCl in 85%, 80%, and 79% yields, respectively (entries 9-11). The 

stereo-selectivity of 3lCl is less obvious in entry 11, compared with the other entries in 

Table2, which might be attributed to the substituent at the ortho postion in the aromatic 

ring. In addition, the reaction of 2-naphthaldehyde (1m) and 2 led to the formation of 

the corresponding 3mCl in <91% yield (entry 12). It is worth noting that 

cinnamaldehyde (1n) was tolerant, despite of the presence of a carbon-carbon double 

bond, enough to afford bicyclic molecule 3nCl in 76% yield (entry 13). 

We could clarify the detailed structure of the minor diastereomer of 3cCl (vide supra) 

by using X-ray analysis (Figure 1). Both of 4-MeC6H4 and the Cl atom in the minor 

diastereomer of 3cCl were located in the equatorial position. This is consistent with the 
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above-mentioned fact that the major diastereomer of 3aCl has the Cl atom on the axial 

position (Table 1, entry 7). 

Table 2. Scope and limitations.a  
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aThe reaction was carried out using 1 (0.50 mmol) and 2 (0.25 mmol) with TMSCl (2 

eq) and AlCl3 (1 eq) in CH2Cl2 (2 mL) at −5 oC for 24 h; bIsolated yields after the 

preparative GPC separation of crude materials; cDiastereomer ratio was approximately 

determined by 13C NMR spectra, which were derived from isolated and purified 

products. Diastereomer ratio could not be calculated by 1H NMR spectra, because of 

the overlapping. In most entries, the 1H NMR spectra suggest that a small amount of 

third diastereomer seems to be contained. 

 

 

Figure 1. X-ray structure of the minor diastereomer of 3cCl (CCDC: 2070265). 

 

Taking a typical example, we assessed the applicability of the reaction to a scale-up 

condition (Scheme 2). That is, 1b (2.5 mmol) and 2 (1.25 mmol) were reacted in the 

presence of TMSCl (2 eq) and AlCl3 (1 eq) in CH2Cl2 (8 mL) at −5 oC for 24 h. The 

reaction gave the corresponding product 3bCl in 93% yield (0.29 g), which was purified 

by the preparative GPC separation using the recycle HPLC. The result indicates that 

the scale-up condition does not notably affect the chemical yield of this reaction. 
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Scheme 2. Scale-up synthesis of 3bCl. 

 

The plausible reaction path is shown in Scheme 3, although the detailed reaction 

mechanism for the generation of alkoxycarbenium ion intermediate D [33-34] using 

stoichiometric amounts of AlCl3 and TMSCl is not crystal clear now. The reaction of 

aldehyde 1 and AlCl3 might form the activated aldehyde A (Scheme 3 (1)). A might be 

attacked by alcohol 2 to produce the adduct B, leading to the formation of C via the 

intramolecular transfer of H+ (Scheme 3 (2)). C might release [HOAlCl3]−, generating 

alkoxycarbenium ion intermediate D. At this stage, [HOAlCl3]− might generate Cl−, 

shown in Scheme 3 (3). Another possibility that the generation of intermediate D might 

be achieved by the combination of AlCl3 and TMSCl can not be ruled out. 

After the formation of the intermediate D, the sequential bicyclization affords the 

carbocation E, which is terminated by a halide ion (Cl− or Br−) to give the final product 

3 (Scheme 3 (4)). The same process is described in a previous report [23]. As for the 

final step of halogenation of E, such as chlorination, there is the possibility that Cl− 

derived from TMSCl, AlCl3, [HOAlCl3]−, and/or CH2Cl2 solvent would react with E to 

form 3. In the literature of Liu et al. [26], TMSCl played a critical role as a primary 

chloride source. This is consistent with entry 5 in Table 1. In addition, entries 8 and 9 

of Table 1 showed that AlCl3 and CH2Cl2 could also serve as chloride sources. 

Therefore, the clear identification of a single Cl− source seems to be difficult in the 

current reactions. 
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Scheme 3. Plausible reaction path for the generation of alkoxycarbenium ion 

intermediate D, followed by the cyclization and chlorination leading to 3. 

 

Focusing on the synthesis of 3cCl (Table 2, entry 2) whose structure is well 

characterized, we theoretically studied the process of Cl- introduction to the 

carbocation E (Scheme 3 (4), R = 4-MeC6H4 group). By referring to the previous study 

conducted by Liu et al. [26], we assumed that TMSCl is the chloride source in the 

theoretical calculations. As shown in Scheme 3 (4), we obtained two diastereomers as 

end products. The major diastereomer, denoted by 3cCl (major), has the Cl group on 

the axial position. The minor diastereomer, denoted by 3cCl (minor), has the Cl group 

on the equatorial position, as is shown in the X-ray crystal structure (Figure 1). The 

experimental yield of 3cCl (major) and that of 3cCl (minor) are 60% and 30% yields, 

respectively. Figure 2 displays the enthalpy diagram together with the equilibrium 
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geometries, which were obtained by using the density functional theory (DFT) 

calculations incorporating the solvation effects of CH2Cl2. Note that we discuss the 

enthalpy change rather than the Gibbs free energy change because the calculated 

entropies and, thus, the Gibbs energies were not reliable due to low-frequency normal 

modes. The energy scale of Figure 2 is relative to the total enthalpy of E and TMSCl 

at infinite separation. The equilibrium geometry of E, shown in Figure 2, exhibits sp2 

hybridization on the cationic C atom, to which only one H atom is attached. In fact, this 

C atom has a positive natural atomic charge (+0.33 e), and E exhibits an almost planar 

structure around the C atom. When the Cl atom of TMSCl approaches the cationic C 

atom in the out-of-sp2-plane direction, there occurs Cl- addition to E. Depending on 

from which side the Cl atom approaches the cationic C atom on the sp2 plane, the 

addition can yield different diastereomers, 3cCl (major) and 3cCl (minor). To the Cl 

atom of each of the diastereomers, TMS+ is bound by the electrostatic attraction (Si-Cl 

length ~ 2.33 Å). As shown in Figure 2, the enthalpy of 3cCl (major)-TMS+ cluster and 

also that of 3cCl (minor)-TMS+ cluster are more stable than the total enthalpy of E and 

TMSCl at infinite separation (-4.81, -4.79 kcal/mol, respectively). Although the enthalpy 

of 3cCl (major)-TMS+ cluster is more stable than that of 3cCl (minor)-TMS+ cluster, the 

difference is almost negligible (0.02 kcal/mol). This small enthalpy difference is 

attributed presumably to the weak steric repulsion in the clusters, regardless of the 

different configurations (Figure 2). Even after TMS+ is eliminated, the enthalpy 

difference between 3cCl (major) and 3cCl (minor) remains very small (0.48 kcal/mol). 

This TMS+ elimination requires overcoming enthalpy destabilization (Figure 2) for 

breaking the electrostatic attraction between TMS+ and Cl. The destabilization is 

somewhat large, that is, 16.17 kcal/mol for 3cCl (major) and 15.67 kcal/mol for 3cCl 

(minor). We added water, a highly polar solvent, for quenching the reaction, which 

reduces the enthalpy destabilization of TMS+ elimination; in water, the corresponding 
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destabilization is 14.82 kcal/mol for 3cCl (major) and 14.29 kcal/mol for 3cCl (minor). 

It turns out that there are, on the whole, only subtle differences between the reaction 

leading to 3cCl (major) and that leading to 3cCl (minor) in terms of the enthalpy 

diagram in Figure 2. This is consistent with the limited stereo-selectivity of 3cCl. 

Transition states can play a crucial role in kinetically controlled reactions. To locate the 

transition states for Cl- addition and TMS+ elimination, we manually changed a key 

bond length (i.e., C-Cl length for Cl- addition and Si-Cl length for TMS+ elimination) and 

performed computational optimization of all geometrical parameters, except for the key 

bond length. In the potential energy curves obtained, however, there are no transition 

states, or activation energy barriers, for both processes; the potential energy profile for 

Cl- addition is purely downhill (Figure 3 (a)) and the profile for TMS+ elimination is 

purely uphill (Figure 3 (b)). In addition, the potential energy profile for the path to 3cCl 

(major) is very similar to that for the path to 3cCl (minor). All of these observations 

demonstrate that TMSCl can actually act as a chloride source and the chlorination can 

readily form both of the two bicyclic diastereomers. In the future, we plan to 

experimentally and theoretically clarify the overall reaction mechanism in greater detail. 
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(a) Cl− addition 

 

 

Figure 2. Enthalpy diagram for Cl- introduction to E in the syntheses of 3cCl (major) 

and 3cCl (minor). The reaction is decomposed into two elementary processes, that 

is, Cl− addition and TMS+ elimination. The corresponding equilibrium geometries 

are also displayed. 
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(b) TMS+ elimination 

Figure 3. Potential energy curves for (a) Cl− addition and (b) TMS+ elimination in the 

syntheses of 3cCl (major) and 3cCl (minor). To evaluate the energy curves for Cl− 

addition, we gradually shortened the distance between the cationic C atom of E and 

the Cl atom of TMSCl, r(C-Cl). To evaluate the energy curves for TMS+ elimination, we 

gradually lengthened the distance between the Cl atom of 3cCl and the Si atom of 

TMS+, r(Si-Cl).   
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Conclusion 

In summary, we have successfully constructed the halogenated bicyclic molecules 

bearing Cl and Br via Prins cyclization using (E)-octa-3,7-dien-1-ol. Focusing on the 

bicyclization accompanied by chlorination, we showed that the present reaction can be 

applicable for various aldehydes such as aliphatic and aromatic substituents as well 

as cinnamaldehyde. The reaction efficiently took place under a scale-up condition. The 

reaction optimization helped the achievement of a good yield and revealed that TMSCl, 

AlCl3, and/or CH2Cl2 can be chloride sources in our reaction. We theoretically 

investigated the chlorination of a typical bicyclic carbocation, thereby confirming that 

TMSCl can act as a chloride source. There are no transition states for the chlorination, 

resulting in the formation of the two bicyclic diastereomers. We plan to deepen the 

understanding of the reaction mechanism, including the role of AlCl3. Further synthetic 

application is currently underway. 

Experimental 

General Remarks. 1H and 13C NMR spectra were recorded in CDCl3 on a JEOL JNM-

ECS 400 (1H, 400 MHz; 13C, 100 MHz) and a MERCURY 300 (1H, 300 MHz; 13C, 75 

MHz) spectrometer. The chemical shifts of 1H NMR are reported using 0.00 ppm of 

tetramethylsilane (TMS) or 7.26 ppm from the residual CHCl3 in case of CDCl3. The 

chemical shifts of 13C NMR are reported using 77.0 ppm in case of CDCl3. Mass 

spectra (HRMS) were measured by a Thermo Fisher Scientific EXACTIVE Plus. Merck 

pre-coated silica gel F254 plates (thickness 0.25 mm) were used for thin-layer 

chromatography (TLC) analysis. A silica gel column (Kanto Chem. Co., Silica Gel N, 

spherical, neutral, 40-100 μm) was used for the flash chromatography by using an air 

pump. Preparative GPC separation was carried out by using a Japan Analytical 
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Industry LC-9201, LC-9210 NEXT, or LC-9110 NEXT equipped with JAIGEL-1H-20 

and JAIGEL-2H-20, or JAIGEL-1H-40 and JAIGEL-2H-40, in which CHCl3 was used. 

All reactions were carried out under N2 atmosphere, unless mentioned.  

Quantum chemical calculations. We employed Gaussian 09 program [35]. Using 

B3LYP functional [36-38] and cc-pVDZ basis set [39-40], we performed the DFT 

optimization. After obtaining the optimized geometries, we verified, by means of the 

frequency analysis, that they are indeed equilibrium geometries. For all of the 

equilibrium geometries, we performed self-consistent-field stability analysis (i.e., 

instability check) to assess the reliability of the electronic structures. The solvation 

effects of CH2Cl2 were incorporated by employing the polarizable continuum model 

[41]. The thermochemistry analysis was performed at −5 oC. 

X-ray Crystal Structure Determinations. The measurement of compound 3cCl was 

made on a Rigaku XtaLAB-PRO MM007-PILATUS-200 diffractometer with graphite 

monochromated Mo-K radiation (λ = 0.71075 Å). The diffraction data were collected 

at 100(2) K by the ω scan mode. Data were collected and processed using the 

CrysAlisPro (Rigaku Oxford Diffraction). The data were corrected for Lorentz and 

polarization effects. 

The structure was solved by direct methods (SHELXTL 2018/2) and expanded 

using Fourier techniques. The non-hydrogen atoms were refined anisotropically 

(SHELXL 2018/3). All hydrogen atoms were refined using the AFIX command. All 

calculations were performed using Crystal Structure (ver. 4.3.2). Crystal data and 

detailed structure determinations are summarized in Table S1. Selected bond lengths 

and bond angles are listed in Table S2. CCDC: 2070265 (3cCl). 

Materials. Dry CH2Cl2 was prepared as follows. CH2Cl2 was washed with distilled 

water by several times to remove a trace amount of MeOH. P2O5 was added and dried 

overnight. Then, CH2Cl2 was distilled. The reflux of CH2Cl2 in the presence of dried 
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K2CO3, and CH2Cl2 was directly redistilled. Finally, activated molecular sieves 4A were 

added to CH2Cl2 for the storage. 

Unless otherwise noted, all materials were obtained from commercial suppliers and 

used without further purification. The alcohol 2 was prepared according to the previous 

literature [23]. 

Typical procedure for synthesis of halogenated bicyclic molecules (Table 1, 

entry 7). To the solution of CH2Cl2 (2.0 mL) containing AlCl3 (33.7 mg, 0.253 mmol) 

and TMSCl (63 L, d = 0.86 g/mL, ca. 54.2 mg, 0.499 mmol) at −5 oC, octanal (1a, 

64.3 mg, 0.501 mmol) and (E)-octa-3,7-dien-1-ol (2, 32.0 mg, 0.254 mmol) were added. 

The solution was stirred at the same temperature for 24 h. The reaction was quenched 

by H2O (10 mL). The organic phase was extracted by CH2Cl2 (10 mL x 3), and the 

combined organic phase was washed by bine (50 mL x 1). The organic phase was 

dried over MgSO4, and filtered. The organic solvent was removed under vacuum to 

give the crude material, which was purified by the preparative GPC separation to give 

the 6-chloro-1-heptyloctahydro-1H-isochromene (3aCl, 60.5 mg, 87% yield). 

6-Chloro-1-heptyloctahydro-1H-isochromene (3aCl): 1H NMR (400 MHz, CDCl3) δ 

0.82-2.32 (m, 25H, major and minor diastereomers), 2.87-2.94 (m, 1H, minor 

diastereomer, CH-n-C7H15, 1H of axial position), 2.99-3.08 (m, 1H, major diastereomer, 

CH-n-C7H15, 1H of axial position), 3.43 (td, J = 11.2, 2.8 Hz, 1H, minor diastereomer, -

O-CH2-, 1H of axial position), 3.52 (td, J = 12.0, 2.8 Hz, 1H, major diastereomer, -O-

CH2-, 1H of axial position), 3.86 (tt, J = 11.6, 4.4 Hz, CH-Cl, 1H of axial position), 3.96-

4.04 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.52 

(quintet, J = 3.2 Hz, major diastereomer, CH-Cl, 1H of equatorial position) ppm; 13C 

NMR (100 MHz, CDCl3) δ 14.1, 21.4 and 22.6, 25.1 and 25.2, 27.8, 29.3 and 29.8, 

31.8, 32.6 and 32.8, 33.0 and 33.2, 33.8 and 33.9, 36.9, 40.4 and 40.7, 43.6 and 44.9, 
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46.1, 58.6 and 59.4, 67.8 and 68.0, 81.0 and 81.2 ppm; HRMS (ESI, positive) calcd for 

C16H29ClO ([M]+): 272.1901, found: 272.1906. 

Bromo-1-heptyloctahydro-1H-isochromene (3aBr): 1H NMR (400 MHz, CDCl3) δ 

0.80-2.42 (m, 25H, major and minor diastereomers), 2.84-3.10 (m, 1H, major and minor 

diastereomers, n-C7H15-CH, 1H of axial position), 3.37-3.58 (m, 1H, major and minor 

diastereomers, -O-CH2-, 1H of axial position), 3.95-4.10 (m, 1H, major and minor 

diastereomers, -O-CH2-, 1H of equatorial position, and m, 1H, minor diastereomer, CH-

Br, 1H of axial position), 4.72 (quintet, J = 2.8 Hz, 1H, major and minor diastereomers, 

CH-Br, 1H of equatorial position) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer 

δ 14.1, 22.2, 22.7, 25.2, 29.32, 29.82, 31.9, 32.6, 32.8, 34.6, 34.8, 41.1, 46.2, 54.2, 

68.0, 81.0 ppm, and minor diastereomer (selected) δ 25.1, 28.9, 29.29, 29.79, 32.8, 

33.2, 37.9, 41.9, 44.5, 44.9, 50.6, 67.8, 81.2 ppm; HRMS (ESI, positive) calcd for 

C16H29BrONa ([M+Na]+): 339.1294, found: 339.1275. 

6-Chloro-1-phenyloctahydro-1H-isochromene (3bCl): 1H NMR (400 MHz, CDCl3) δ 

0.89-2.30 (m, 10H, major and minor  diastereomers), 3.58-3.67 (m, 1H, minor 

diastereomer, -O-CH2-, 1H of axial position), 3.67-3.77 (m, 1H, major diastereomer, -

O-CH2-, 1H of axial position), 3.81-3.96 (m, 1H, minor diastereomer, CH-Cl, 1H of axial 

position), 3.87 (d, J = 9.2 Hz, 1H, minor diastereomer, CH-Ph, 1H of axial position), 

4.00 (d, J = 9.2 Hz, 1H, major, CH-Ph, 1H of axial position), 4.10-4.18 (m, 1H, major 

and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.51 (quintet, J = 2.8 Hz, 

1H, major, CH-Cl, 1H of equatorial position), 7.24-7.37 (m, 5H, major and minor 

diastereomers) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer: δ 21.6, 32.7, 

33.6, 34.2, 40.3, 47.6, 59.4, 68.5, 84.9, 127.2, 127.8, 128.2, 140.7 ppm, and minor 

diastereomer: δ 28.0, 33.0, 36.7, 40.8, 43.5, 46.5, 58.5, 68.3, 85.0, 127.0, 127.9, 128.3, 

140.5 ppm; HRMS (ESI, positive) calcd for C15H19ClONa ([M+Na]+): 273.1017, found: 

273.1015.  
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6-Chloro-1-(4-tolyl)octahydro-1H-isochromene (3cCl): 1H NMR (400 MHz, CDCl3) 

δ 0.86-1.05 (m, 1H, major and minor diastereomers), 1.20-2.26 (m, 9H, major and 

minor diastereomers), 2.33 (s, 3H, major and minor diastereomers, -C6H4-CH3), 3.56-

3.77 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of axial position), 3.83 (d, J 

= 9.6 Hz, 1H, minor diastereomer, CH-Ar, 1H of axial position), 3.85-3.92 (m, 1H, minor 

diastereomer, CH-Cl, 1H of axial position), 3.97 (d, J = 9.6 Hz, 1H, major, CH-Ar, 1H 

of axial position), 4.08-4.17 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of 

equatorial position), 4.51 (quintet, J = 2.8 Hz, major diastereomer, CH-Cl, 1H of 

equatorial position), 7.10-7.24 (m, 4H, major and minor diastereomers, Ar) ppm; 13C 

NMR (100 MHz, CDCl3) major diastereomer δ 21.1, 21.6, 32.7, 33.6, 34.3, 40.3, 47.6, 

59.5, 68.5, 84.7, 127.1, 128.9, 137.5, 137.8 ppm, and minor diastereomer (selected) δ 

28.0, 33.1, 36.8, 40.9, 43.5, 46.5, 58.5, 68.3, 84.8, 127.0, 129.0, 137.66, 137.7 ppm; 

HRMS (ESI, positive) calcd for C16H21ClONa ([M+Na]+): 287.1173, found: 287.1171. 

6-Chloro-1-(3-tolyl)octahydro-1H-isochromene (3dCl): 1H NMR (400 MHz, CDCl3) 

δ 0.87-2.25 (m, 10H, major and minor diastereomers), 2.34 (s, 3H, major and minor 

diastereomers, CH3), 3.56-3.77 (m, 1H, major and minor diastereomers, -O-CH2-, 1H 

of axial position), 3.83 (d, J = 9.2 Hz, 1H, minor diastereomer, CH-Ar, 1H of axial 

position), 3.85-3.92 (m, 1H, minor diastereomer, CH-Cl, 1H of axial position), 3.97 (d, 

J = 9.6 Hz, major diastereomer, CH-Ar, 1H of axial position), 4.09-4.17 (m, 1H, major 

and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.51 (quintet, J = 2.8 Hz, 

1H, major diastereomers, CH-Cl, 1H of equatorial position), 7.02-7.24 (m, 4H, major 

and minor diastereomers, Ar) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer δ 

21.4, 21.6, 32.7, 33.6, 34.3, 40.3, 47.5, 59.4, 68.5, 85.0, 124.4, 127.7, 128.0, 128.5, 

137.9, 140.5 ppm, and minor diastereomer (selected) δ 28.0, 33.0, 36.7, 40.9, 43.5, 

46.4, 58.5, 68.3, 85.1, 124.3, 127.6, 128.1, 128.6 ppm; HRMS (ESI, positive) calcd for 

C16H21ClONa ([M+Na]+): 287.1173, found: 287.1172. 
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6-Chloro-1-(4-chlorophenyl)octahydro-1H-isochromene (3eCl): 1H NMR (400 MHz, 

CDCl3) δ 0.89-2.30 (m, 10H, major and minor diastereomers), in which especially 0.92-

1.02 (m, 1H, major), 1.16-1.29 (m, 1H, major and minor diastereomers), 1.37-1.70 (m, 

major and minor diastereomers, lefts of all of H in major and minor diastereomers), 

1.90-2.06 (m, 2H, major and minor diastereomers), and 2.10-2.27 (m, 1H, major 

diastereomer) were analyzed. 3.56-3.75 (m, 1H, major and minor diastereomers, -O-

CH2-, 1H of axial position), 3.85 (d, J = 9.6 Hz, 1H, minor diastereomer, CH-Ar, 1H of 

axial position), 3.79-3.94 (m, 1H, minor diastereomer, CH-Cl, 1H of axial position), 3.98 

(d, J = 9.6 Hz, 1H, major diastereomer, CH-Ar, 1H of equatorial position), 4.08-4.17 (m, 

1H, major and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.51 (quintet, 

J = 2.8 Hz, major diastereomer, CH-Cl, 1H of equatorial position), 7.20-7.34 (m, 4H, 

major and minor diastereomers, Ar) ppm; 13C NMR (100 MHz, CDCl3) major 

diastereomer δ 21.5, 32.6, 33.5, 34.2, 40.2, 47.7, 59.2, 68.5, 84.1, 128.4, 128.6, 133.4, 

139.3 ppm, and minor diastereomer δ 27.8, 32.9, 36.6, 40.7, 43.4, 46.6, 58.3, 68.3, 

84.2, 128.5, 133.5, 138.7, 139.1 ppm; HRMS (ESI, positive) calcd for C15H18Cl2ONa 

([M+Na]+): 307.0627, found: 307.0626. 

6-Chloro-1-(3-chlorophenyl)octahydro-1H-isochromene (3fCl): 1H NMR (400 MHz, 

CDCl3) δ 0.80-2.30 (m, 10H, major and minor diastereomers), 3.56-3.77 (m, 1H, major 

and minor diastereomers, -O-CH2-, 1H of axial position), 3.85 (d, J = 9.6 Hz, 1H, minor 

diastereomer, CH-Ar, 1H of axial position), 3.84-3.94 (m, 1H, minor diastereomer, CH-

Cl, 1H of axial position), 3.98 (d, J = 9.6 Hz, 1H, major diastereomer , CH-Ar, 1H of 

axial position), 4.09-4.17 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of 

equatorial position), 4.51 (quintet, J = 2.8 Hz, 1H, major diastereomer, 1H of equatorial 

position), 7.11-7.38 (m, 4H, major and minor diastereomers, Ar) ppm; 13C NMR (100 

MHz, CDCl3) major diastereomer δ 21.4, 32.6, 33.4, 34.1, 40.2, 47.6, 59.2, 68.5, 84.2, 

125.6, 127.2, 127.9, 129.4, 134.19, 142.7 ppm, and minor diastereomer (selected) δ 
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27.8, 32.9, 36.6, 40.7, 43.3, 46.5, 58.3, 68.3, 84.3, 125.4, 128.0, 129.5, 134.22, 142.6 

ppm; HRMS (ESI, positive) calcd for C15H19Cl2O ([M+H]+): 285.0807, found: 285.0801. 

6-Chloro-1-(4-nitrophenyl)octahydro-1H-isochromene (3gCl): 1H NMR (400 MHz, 

CDCl3) δ 0.90-2.30 (m, 10H, major and minor diastereomers), 3.57-3.80 (m, 1H, major 

and minor diastereomers, -O-CH2-, 1H of axial position), 3.83-3.95 (m, 1H, minor 

diastereomer, CH-Cl, 1H of axial position), 4.00 (d, J = 9.6 Hz, 1H, minor diastereomer, 

CH-Ar, 1H of axial position), 4.01-4.09 (m, 1H, minor diastereomer, -O-CH2-, 1H of 

equatorial position), 4.13 (d, J = 9.6 Hz, 1H, major diastereomer, CH-Ar, 1H of axial 

position), 4.10-4.20 (m, 1H, major diastereomer, -O-CH2-, 1H of equatorial position), 

4.49-4.55 (m, 1H, major diastereomer, CH-Cl, 1H of equatorial position), 7.43-7.56 (m, 

2H, major and minor diastereomers), 8.16-8.25 (m, 2H, major and minor 

diastereomers) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer δ 21.4, 32.5, 

33.4, 34.1, 40.2, 47.9, 59.0, 68.5, 83.8, 123.5, 128.1, 147.5, 148.1 ppm, and minor 

diastereomer δ 27.7, 32.8, 36.5, 40.6, 43.3, 46.8, 58.0, 68.3, 83.9, 123.5, 128.0, 147.5, 

147.9 ppm; HRMS (ESI, positive) calcd for C15H18ClNO3Na ([M+Na]+): 318.0867, 

found: 318.0866. 

6-Chloro-1-(3-nitrophenyl)octahydro-1H-isochromene (3hCl): 1H NMR (400 MHz, 

CDCl3) δ 0.90-2.30 (m, 10H, major and minor diastereomers), 3.60-3.80 (m, 1H, major 

and minor diastereomers, -O-CH2-, 1H of axial position), 3.83-3.95 (m, 1H, minor 

diastereomer, CH-Cl, 1H of axial position), 4.01 (d, J = 10.0 Hz, minor diastereomer, 

CH-Ar, 1H of axial position), 4.14 (d, J = 9.6 Hz, minor diastereomer, CH-Ar, 1H of 

axial position), 4.11-4.21 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of 

equatorial position, a part of some signals was overlapped with other signals), 4.50-

4.55 (m 1H, major diastereomer, CH-Cl, 1H of equatorial position), 7.47-7.70 (m, 2H, 

major and minor diastereomers, Ar), 8.12-8.25 (m, 2H, major and minor diastereomers, 

Ar) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer δ 21.4, 32.4, 33.3, 34.0, 40.1, 
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47.7, 59.0, 68.5, 83.7, 122.1, 122.7, 129.1, 133.5, 142.9, 148.2 ppm, and minor 

diastereomer (selected) δ 27.7, 32.8, 36.4, 40.6, 43.2, 46.7, 58.0, 68.3, 83.8, 122.9, 

129.2, 133.3, 142.8, 148.1 ppm; HRMS (ESI, positive) calcd for C15H18ClNO3Na 

[(M+Na)+]: 318.0867, found: 318.0859. 

6-Chloro-1-(2-nitrophenyl)octahydro-1H-isochromene (3iCl): 1H NMR (400 MHz, 

CDCl3) δ 0.90-2.28 (m, 10H, all diastereomers), 3.57-3.76 (m, 1H, all diastereomers, -

O-CH2-, 1H of axial position), 3.84-3.94 (m, 1H, one diastereomer, CH-Cl, 1H of axial 

position), 4.06-4.15 (m, 1H, all diastereomers, -O-CH2-, 1H of equatorial position), 

4.44-4.52 (m, 1H, two diastereomers, CH-Cl, 1H of equatorial position), 4.60-4.76 (m, 

1H, all diastereomers, CH-Ar, 1H of axial position), 7.37-7.45 (m, 1H, all diastereomers, 

Ar), 7.56-7.80 (m, 3H, all diastereomers, Ar) ppm; 13C NMR (100 MHz, CDCl3) δ 21.0 

and 26.7 and 27.2, 32.4 and 32.8 and 32.9, 33.3 and 33.5 and 34.0, 34.8 and 36.7 and 

40.29, 40.35 and 40.5 and 42.2, 43.4 and 47.5 and 48.3, 58.0 and 58.8 and 59.3, 68.3 

and 68.6 and 68.7, 77.6 and 77.9 and 78.1, 123.5 and 123.6, 128.3 and 128.4, 128.9 

and 129.0, 132.7 and 133.0 and 133.2, 135.0 and 135.1 and 135.2, 149.2 and 149.4 

and 149.5 ppm; HRMS (ESI, positive) calcd for C15H18ClNO3Na  ([M+Na]+): 318.0867, 

found: 318.0866. 

6-Chloro-1-(4-methoxyphenyl)octahydro-1H-isochromene (3jCl): 1H NMR (400 

MHz, CDCl3) δ 0.84-2.26 (m, 10H, major and minor diastereomers), 3.56-3.73 (m, 1H, 

major and minor diastereomers, -O-CH2-, 1H of axial position), 3.79 (s, 3H, major and 

minor diastereomers, -OCH3), 3.82 (d, J = 10.0 Hz, minor diastereomer, CH-Ar, 1H of 

axial position), 3.84-3.91 (m, 1H, minor diastereomer, CH-Cl, 1H of axial position), 3.96 

(d, J = 9.2 Hz, 1H, major diastereomer, CH-Ar, 1H of axial position), 4.07-4.16 (m, 1H, 

major and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.51 (quintet, J = 

2.8 Hz, major diastereomer, CH-Cl, 1H of axial position), 6.83-6.90 (m, 2H, major and 

minor diastereomers, Ar), 7.18-7.27 (m, 2H, major and minor diastereomers, Ar) ppm; 
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13C NMR (100 MHz, CDCl3) major diastereomer δ 21.6, 32.7, 33.6, 34.3, 40.3, 47.6, 

55.2, 59.4, 68.5, 84.4, 113.6, 128.3, 132.9, 159.1 ppm, and minor diastereomer 

(selected) δ 28.0, 33.0, 36.8, 40.9, 43.5, 46.5, 58.5, 68.3, 84.5, 113.7, 128.2, 132.8, 

159.2 ppm; HRMS (ESI, positive) calcd for C16H21ClO2Na ([M+Na]+): 303.1122, found: 

303.1107. 

6-Chloro-1-(3-methoxyphenyl)octahydro-1H-isochromene (3kCl): 1H NMR (400 

MHz, CDCl3) δ 0.89-2.26 (m, 10H, major and minor diastereomers), 3.56-3.75 (m, 1H, 

major and minor  diastereomers, -O-CH2-, 1H of axial position), 3.80 (s, 3H, major and 

minor diastereomers, -OCH3), 3.84 (d, J = 9.6 Hz, 1H, minor  diastereomer, CH-Ar, 1H 

of axial position), 3.83-3.93 (m, 1H, minor diastereomer, CH-Cl, 1H of axial position), 

3.98 (d, J = 9.6 Hz, 1H, major diastereomer, CH-Cl, 1H of axial position), 4.09-4.17 (m, 

1H, major and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.51 (quintet, 

J = 2.8 Hz, 1H, major diastereomer, CH-Cl, 1H of equatorial position), 6.78-6.96 (m, 

3H, major and minor diastereomers, Ar), 7.18-7.30 (m, 1H, major and minor 

diastereomers, Ar) ppm; 13C NMR (100 MHz, CDCl3) major diastereomer δ 21.6, 32.7, 

33.6, 34.2, 40.3, 47.6, 55.2, 59.4, 68.5, 84.9, 112.6, 113.3, 119.7, 129.15, 142.2, 159.6 

ppm, and minor diastereomer (selected) δ 27.9, 33.0, 36.7, 40.8, 43.5, 46.5, 58.5, 68.3, 

85.0, 119.6, 129.22, 142.1 ppm; HRMS (ESI, positive) calcd for C16H21ClO2Na 

([M+Na]+): 303.1122, found: 303.1106. 

6-Chloro-1-(2-methoxyphenyl)octahydro-1H-isochromene (3lCl): 1H NMR (400 

MHz, CDCl3) δ 0.95-2.30 (m, 10H, major and minor diastereomers), 3.58-3.76 (m, 1H, 

major and minor diastereomers, -O-CH2-, 1H of axial position), 3.79 (s, 3H, minor 

diastereomer, -OCH3), 3.81 (s, 3H, major diastereomer, -OCH3), 3.81-3.93 (m, 1H, 

minor diastereomer, CH-Cl, 1H of axial position), 4.07-4.16 (m, major and minor 

diastereomers, -O-CH2-, 1H of equatorial position), 4.46-4.70 (m, 1H, major and minor 

diastereomers, CH-Ar, 1H of axial position, and m, 1H, major diastereomer, CH-Cl, 1H 
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of equatorial position), 6.81-6.88 (m, 1H, major and minor diastereomers, Ar), 6.93-

7.01 (m, 1H, major and minor diastereomers, Ar), 7.17-7.27 (m, 1H, major and minor 

diastereomers, Ar), 7.35-7.47 (m, 1H, major and minor diastereomers, Ar) ppm; 13C 

NMR (100 MHz, CDCl3) major diastereomer δ 21.0, 27.4, 32.9, 33.8, 36.96, 40.4, 55.4, 

59.6, 68.6, 110.2, 120.8, 127.3, 128.4, 129.5, 156.8 ppm, in which other signal was 

overlapped with CDCl3 around 77 ppm, by the analysis of HMQC, and minor 

diastereomer (selected) δ 33.2, 34.3, 40.9, 43.6, 58.7, 68.4, 121.0, 128.5, 129.3, 156.6 

ppm; HRMS (ESI, positive) calcd for C16H22ClO2 ([M+H]+): 281.1303, found:281.1287. 

6-Chloro-1-(naphthalen-2-yl)octahydro-1H-isochromene (3mCl): 1H NMR (400 

MHz, CDCl3) δ 0.90-2.30 (m, 10H, major and minor diastereomers), 3.60-3.82 (m, 1H, 

major and minor diastereomers, -O-CH2-, 1H of axial position), 3.82-3.92 (m, 1H, minor 

diastereomer, CH-Cl, 1H of axial position), 4.03 (d, J = 9.2 Hz, 1H, minor diastereomer, 

CH-Ar, 1H of axial position), 4.17 (d, J = 9.2 Hz, 1H, major diastereomer, CH-Ar, 1H of 

axial position), 4.14-4.22 (m, 1H, major and minor diastereomers, -O-CH2-, 1H of 

equatorial position), 4.50 (quintet, J = 2.8 Hz, 1H, major diastereomer, CH-Cl, 1H of 

equatorial position), 7.40-7.50 (m, 3H, major and minor diastereomers, Ar), 7.70-7.86 

(m, 4H, major and minor diastereomers, Ar) ppm; 13C NMR (100 MHz, CDCl3) major 

diastereomer (selected) δ 21.6, 32.8, 33.5, 34.3, 40.3, 47.7, 59.4, 68.6, 85.0, 125.0, 

125.8, 125.95, 126.4, 127.6, 127.9, 128.0, 133.1, 138.1 ppm; and minor diastereomer 

(selected) δ 28.0, 33.0, 36.7, 40.8, 43.5, 46.5, 58.5, 68.4, 85.1, 124.8, 125.8, 126.0, 

126.3, 128.2, 138.0 ppm; HRMS (ESI, positive) calcd for C19H21ClONa ([M+Na]+): 

323.1173, found: 323.1168. 

(E)-6-Chloro-1-styryloctahydro-1H-isochromene (3nCl): 1H NMR (400 MHz, 

CDCl3) δ 0.90-2.30 (m, 10H, major and minor diastereomers), 3.50-3.75 (m, 2H, major 

and minor diastereomers, -O-CH2-, 1H of axial position, and CH-Ar, 1H of axial 

position), 3.80-3.93 (m, 1H, minor diastereomer, CH-Cl, 1H of axial position), 4.03-4.12 
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(m, 1H, major and minor diastereomers, -O-CH2-, 1H of equatorial position), 4.52 

(quintet, J = 2.8 Hz, 1H, major diastereomer, CH-Cl, 1H of equatorial position), 6.07-

6.18 (m, 1H, major and minor diastereomers), 6.53-6.65 (m, 1H, major and minor 

diastereomers), 7.20-7.42 (m, 5H, major and minor diastereomers, Ph) ppm; 13C NMR 

(100 MHz, CDCl3) major diastereomer (selected) δ 21.7, 32.5, 33.6, 33.8, 40.3, 46.4, 

59.4, 67.9, 82.7, 126.4, 128.4, 132.7, 132.8, 136.6 ppm, and minor diastereomer δ 

28.0, 32.8, 36.7, 40.4, 43.4, 45.3, 58.4, 67.7, 82.8, 127.6, 127.7, 128.2, 128.4, 133.1, 

136.5 ppm; HRMS (ESI, positive) calcd for C17H21ClONa ([M+Na]+): 299.1173, found: 

299.1157. 

Supporting Information  

Supporting Information File 1: 

File Name: Supporting Information File 1 

File Format: PDF file 

Title: X-ray crystal structure determinations for CCDC:2070265 (3cCl) and DFT-

optimized geometries 

 

Supporting Information File 2: 

File Name: Supporting Information File 2 

File Format: CIF file 

Title: CCDC:2070265 (3cCl) 

Acknowledgements 

We are grateful for Kindai University Joint Research Center for use of facilities. 



26 

Funding 

This work was supported in part by Grant-in-Aid from the Ministry of Education, 

Culture, Sports, Science, and Technology (MEXT), No. 20K05588. K. M. appreciates 

the Japan Research Institute of Industrial Science (Fukuyama) and 2021 Kindai 

University Research Enchancement Grant (KD2106). 

References 

1.  Recent some reviews of Prins cyclization. Greco, S. J.; Fiorot, R. G.; Lacerda, V.; 

dos Santos, R. B. Aldrichimica Acta 2013, 46, 59-67.  

2. Olier, C.; Kaafarani, M.; Gastaldi, S.; Bertrand, M. P. Tetrahedron 2010, 66, 413-

445. doi:org/10.1016/j.tet.2009.10.069 

3. Pastor, I. M.; Yus, M. Curr. Org. Chem. 2012, 16, 1277-1312. doi: 

org/10.2174/138527212800564196 

4.  Some examples of Prins cyclization in the natural total synthesis. Zhang, W.; Xiao, 

D.; Wang, B. Org. Biomol. Chem. 2018, 16, 3358-3361. 

doi:org/10.1039/C8OB00615F 

5. Abas, H.; Linsdall, S.; Mamboury, M.; Rzepa, H.; Spivey, A. Org. Lett. 2017, 19, 

2486-2489. doi:org/10.1021/acs.orglett.7b00642 

6. Brun, E.; Bellosta, V.; Cossy, J. J. Org. Chem. 2015, 80, 8668-8676. 

doi:org/10.1021/acs.joc.5b01323 

7. Zhang, Z.; Xie, H.; Li, H.; Gao, L.; Song, Z. Org. Lett. 2015, 17, 4706-4709. 

doi:org/10.1021/acs.orglett.5b02162 

8. Yadav, J.; Reddy, G.; Anjum, R.; Subba, R. Eur. J. Org. Chem. 2014, 4389-4397. 

doi:org/10.1002/ejoc.201402235 



27 

9. The review of reation integration. Yoshida, J.; Saito, K.; Nokami, T.; Nagaki, A. 

Synlett 2011, 9, 1189-1194. doi:org/10.1055/s-0030-1259946 

10. Yoshida, J.; Shimizu, A.; Ashikari, Y.; Morofuji, T.; Hayashi, R.; Nokami, T.; Nagaki, 

A. Bull. Chem. Soc. Jap. 2015, 88, 763-775. doi:org/10.1246/bcsj.20150100 

11. For examples, Epstein, O. L.; Rovis, T. J. Am. Chem. Soc. 2006, 128, 16480-

16481.  

doi:org/10.1021/ja066794k 

12. Kato, M.; Saito, A. Org. Lett. 2018, 20, 4709-4712. 

doi:org/10.1021/acs.orglett.8b02114 

13. Hazarika, N.; Sarmah, B.; Bordoloi, M.; Phukan, P.; Baishya, G. Org. Biomol. 

Chem. 2017, 15, 2003-2012. doi:10.1039/C6OB02692C 

14. Li, H.; Loh, T. J. Am. Chem. Soc. 2008, 130, 7194-7195. 

doi:org/10.1021/ja801488z 

15.  Some selected reports by B. V. Subba Reddy and co-workers. Reddy, L. M.; 

Reddy, V. V.; Satteyyanaidu, V.; JLakshmi, J. K.; Reddy, C. K.; Reddy, B. V. S. 

Tetrahedron Lett. 2018, 59, 1084-1086. doi:org/10.1016/j.tetlet.2018.01.075 

16. Reddy, B. V. S.; Nair, P. N.; Antony, A.; Srivastava, N. Eur. J. Org. Chem. 2017, 

5484-5496. doi:org/10.1002/ejoc.201700633 

17. Reddy, M. R.; Kumar, G. R.; Yarlagadda, S.; Reddy, C. R.; Yadav, J. S.; Sridhar, 

B.; Reddy, B. V. S. RSC Adv. 2016, 6, 113390-113394. 

doi:org/10.1039/C6RA21375H 

18. Reddy, B. V. S.; Srivastava, N.; Begum, Z.; Lakshmi, J. K.; Sridhar, B. Asian J. 

Org. Chem. 2016, 5, 1068-1072. doi:org/10.1002/ajoc.201600196 

19. Reddy, B. V. S.; Venkateswarlu, A.; Sridevi, B.; Marumudi, K.; Kunwar, A. C.; 

Gayatri, G. Org. Biomol. Chem. 2015, 13, 2669-2672. doi:10.1039/c4ob02347a 



28 

20. Venkateswarlu, A.; Kanakaraju, M.; Kunwar, A. C.; Reddy, B. V. S. Org. Biomol. 

Chem. 2015, 13, 10212-10215. doi:10.1039/C5OB01408E 

21. Reddy, B. V. S.; Reddy, M. R.; Reddy, S. G.; Sridhar, B.; Kumar, S. K. Eur. J. Org. 

Chem. 2015, 3103-3108. doi:org/10.1002/ejoc.201500117 

22. Reddy, B. V. S.; Reddy, M. R.; Sridhar, B.; Singarapu, K. K. Org. Biomol. Chem. 

2014, 12, 4754-4762. doi:10.1039/C4OB00305E 

23. Matsumoto, K.; Yanagi, R.; Yamaguchi, K.; Hayashi, E.; Yasuda, E.; Kuriyama, K.; 

Nokami, T.; Nishiwaki, K.; Kashimura, S. Heterocycles 2018, 96, 1363-1372. 

doi:10.3987/COM-18-13940 

24. Recent some reports of Prins cyclization terminated by halogen atoms. Scoccia, 

J.; Perez, S. J.; Sinka, V.; Cruz, D. A.; Lopez-Soria, J. M.; Fernandez, I.; Martin, V. 

S.; Miranda, P. O.; Padron, J. I. Org. Lett. 2017, 19, 4834-4837.  

doi:org/10.1021/acs.orglett.7b02270 

25. Liu, Y.; Yeung, Y. Org. Biomol. Chem. 2017, 15, 6478-6482. 

doi:org/10.1039/C7OB01567D 

26. Liu, G.; Cui, B.; Xu, R.; Li, Y. J. Org. Chem. 2016, 81, 5144-5161. 

doi:org/10.1021/acs.joc.6b00725 

27. Xu, Y.; Yin, Z.; Lin, X.; Gan, Z.; He, Y.; Gao, L.; Song, Z. Org. Lett. 2015, 17, 1846-

1849. doi:org/10.1021/acs.orglett.5b00485 

28. Damera, K.; Yu, B.; Wang, B. J. Org. Chem. 2015, 80, 5457-5463. 

doi:org/10.1021/acs.joc.5b00249 

29. Clarisse, D.; Pelotier, B.; Piva, O.; Fache, F. Chem. Commun. 2012, 48, 157-159. 

doi:org/10.1039/C1CC16501A 

30. Bondalapati, S.; Reddy, U. C.; Kundu, D. S.; Saikia, A. K. J. Fluorine Chem. 2010, 

131, 320-324. doi:org/10.1016/j.jfluchem.2009.11.002 



29 

31. Launay, G. G.; Slawin, A. M. Z.; O’Hagan, D. Beilstein J. Org. Chem. 2010, 6, No. 

41. doi:org/10.3762/bjoc.6.41 

32. Kishi, Y.; Inagi, S.; Fuchigami, T. Eur. J. Org. Chem. 2009, 103-109. 

doi:org/10.1002/ejoc.200800872 

33. Hofmann, M.; Hampel, N.; Kanzian, T.; Mayr, H. Angew. Chem. Int. Ed. 2004, 43, 

5402-5405. doi:org/10.1002/anie.200460812 

34. ’Carbocation Chemistry’, ed. by Olah, G. A.; Prakash, G. K. S. Wiley, New Jersey, 

2004. 

35.  Frisch, M. J.; Trucks, G. W.; Schlegel, H. B.; Scuseria, G. E.; Robb, M. A.; 

Cheeseman, J. R.; Scalmani, G.; Barone, V.; Mennucci, B.; Petersson, G. A.; 

Nakatsuji, H.; Caricato, M.; Li, X.; Hratchian, H. P.; Izmaylov, A. F.; Bloino, J.; 

Zheng, G.; Sonnenberg, J. L.; Hada, M.; Ehara, M.; Toyota, K.; Fukuda, R.; 

Hasegawa, J.; Ishida, M.; Nakajima, T.; Honda, Y.; Kitao, O.; Nakai, H.; Vreven, T.; 

Montgomery, J. A., Jr.; Peralta, J. E.; Ogliaro, F.; Bearpark, M.; Heyd, J. J.; 

Brothers, E.; Kudin, K. N.; Staroverov, V. N.; Kobayashi, R.; Normand, J.; 

Raghavachari, K.; Rendell, A.; Burant, J. C.; Iyengar, S. S.; Tomasi, J.; Cossi, M.; 

Rega, N.; Millam, J. M.; Klene, M.; Knox, J. E.; Cross, J. B.; Bakken, V.; Adamo, 

C.; Jaramillo, J.; Gomperts, R.; Stratmann, R. E.; Yazyev, O.; Austin, A. J.; Cammi, 

R.; Pomelli, C.; Ochterski, J. W.; Martin, R. L.; Morokuma, K.; Zakrzewski, V. G.; 

Voth, G. A.; Salvador, P.; Dannenberg, J. J.; Dapprich, S.; Daniels, A. D.; Farkas, 

Ö.; Foresman, J. B.; Ortiz, J. V.; Cioslowski, J.; Fox, D. J. Gaussian 09, Gaussian, 

Inc., Wallingford CT, 2009. 

36.  Becke, A. D. J. Chem. Phys. 1993, 98, 5648-5652. doi:org/10.1063/1.464913 

37. Lee, C.; Yang, W.; Parr, R. G. Phys. Rev. B 1988, 37, 785-789. 

doi:org/10.1103/PhysRevB.37.785 

38.  Miehlich, B.; Savin, A.; Stoll, H.; Preuss, H. Chem. Phys. Lett. 1989, 157, 200-206. 



30 

doi:org/10.1016/0009-2614(89)87234-3 

39.  Dunning, T. H., Jr. J. Chem. Phys. 1989, 90, 1007-1023. doi:org/10.1063/1.456153 

40. Woon, D. E.; Dunning, T. H., Jr. J. Chem. Phys. 1993, 98, 1358-1371. 

doi:org/10.1063/1.464303 

41. Tomasi, J; Mennucci, B.; Cammi, R. Chem. Rev. 2005, 105, 2999-3093. 

doi:org/10.1021/cr9904009 

 


	Cover
	Manuscript

