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Synthesis of functionalised isochromans: epoxides
as aldehyde surrogates in hexafluoroisopropanolf

Cyprien Muller, Filip Horky, Marie Vayer, Andrei Golushko, David Leboeuf (2 *
and Joseph Moran

The oxa-Pictet—Spengler reaction is arguably the most straightforward and modular way to construct the
privileged isochroman motif, but its scope is largely limited to benzaldehyde derivatives and to electron-rich
B-phenylethanols that lack substitution along the aliphatic chain. Here we describe a variant of this reaction
starting from an epoxide, rather than an aldehyde, that greatly expands the scope and rate of the reaction
(<1h, 20 °C). Besides facilitating the initial Meinwald rearrangement, the use of hexafluoroisopropanol (HFIP)
as a solvent expands the electrophile scope to include partners equivalent to ketones, aliphatic aldehydes,
and phenylacetyl aldehydes, and the nucleophile scope to include modestly electronically deactivated and
highly substituted B-phenylethanols. The products could be easily further derivatised in the same pot by
subsequent ring-opening, reductions, and intra- and intermolecular Friedel-Crafts reactions, also in
HFIP. Finally, owing to the high pharmacological relevance of the isochroman motif, the synthesis of
drug analogues was demonstrated.

Introduction

The search for alternative reagents and reaction conditions is key
for the development of new processes and the refinement of
existing ones." Beyond efficiency, reducing costs, and improving
the practicality of a given methodology have become priorities to
broaden its utilization. In this regard, one area of growing interest
has been the development of surrogate reagents that can be
manipulated without requiring special precautions. This
approach, in particular, allows the in situ release of otherwise
difficult-to-handle, expensive and/or hazardous compounds.*
During our recent work on epoxide reduction using hexa-
fluoroisopropanol (HFIP),> we found that the mechanism
involved an initial Meinwald rearrangement,® in which epoxides
were first converted in situ into the corresponding aldehydes
before reacting further.* This observation triggered our interest,
as aldehydes, particularly the aliphatic ones that are enolizable,
are notoriously prone to side-reactions such as self-
condensation, which render them unstable and difficult to
store in pure form. As a result, some commercially available
aldehyde derivatives are expensive and must be freshly purified
before use. On the other hand, epoxides are readily accessed
from ketones or alkenes,® generally air-stable and store well.
Thus, their ability to undergo the Meinwald rearrangement in
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HFIP makes them an ideal and more versatile surrogate reagent
for aldehydes than others reported in the literature.®

In that context, we became interested in developing a prac-
tical methodology to access densely functionalised isochro-
mans using epoxides in HFIP. Isochromans are widespread in
nature and in synthetic pharmaceuticals (Scheme 1A).” Various
methods exist to access o-functionalised isochroman deriva-
tives (Scheme 1B),® including transition metal catalysed C-H
activation,” alkylation/arylation of oxocarbenium cations
generated from existing isochromans,® oxa-Michael reactions,"
and others.”” One of the major limitations of these methods is
their versatility, as they require engineered starting materials.
Arguably, the oxa-Pictet Spengler reaction starting from alde-
hydes and alcohols represents the most direct way to prepare
isochromans.” This transformation is particularly efficient with
benzaldehyde derivatives since they cannot enolize and since
they generate relatively stable oxonium intermediates during
the reaction mechanism. On the other hand, examples of
ketone and aliphatic aldehyde derivatives in the oxa-Pictet
Spengler reaction are limited.”® Similarly, the use of phenyl-
acetyl aldehydes was scarcely reported,¥* with moderate
functional group tolerance, especially regarding electron-
withdrawing groups. The limitations of the oxa-Pictet Spengler
reaction do not only concern aldehydes but also the alcohol
partner, as sporadic examples exist for 2,2-disubstituted and
1,2-disubstituted alcohols.”® Furthermore, it is important to
stress that high temperatures and long reaction times are often
required in those protocols. Re-imagining the oxa-Pictet Spen-
gler as starting from epoxides in HFIP could circumvent these
limitations on three fronts. First, reactions involving cationic

Chem. Sci., 2023, 14, 2983-2989 | 2983


http://crossmark.crossref.org/dialog/?doi=10.1039/d2sc06692k&domain=pdf&date_stamp=2023-03-11
http://orcid.org/0000-0001-5720-7609
http://orcid.org/0000-0002-7851-6133
https://doi.org/10.1039/d2sc06692k
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2sc06692k
https://pubs.rsc.org/en/journals/journal/SC
https://pubs.rsc.org/en/journals/journal/SC?issueid=SC014011

Open Access Article. Published on 15 February 2023. Downloaded on 3/29/2026 10:35:59 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

A. Natural Products and Bioactive Molecules Incorporating Isochroman Motif
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Scheme 1 Biological relevance of the isochroman motif and synthetic
pathways.

intermediates often show a much larger scope in HFIP than in
traditional solvents.>* Second, HFIP could greatly accelerate
the generation of reactive intermediates in the mechanism,
even at low temperatures, resulting in much shorter reaction
times. Finally, the ability to access enolizable aldehydes in situ
from bench-stable epoxides represents a highly practical and
user-friendly alternative. Such an approach has the potential to
complement the traditional scope of the oxa-Pictet-Spengler,
which has so far largely been centred around benzaldehydes.
Herein, we report our investigations on the reactivity of epox-
ides with O-nucleophiles in HFIP, with the aim of reaching
densely functionalised isochroman derivatives (Scheme 1C).

Results and discussion
Optimisation studies

We first evaluated the reaction between 2-phenylethan-1-ol and
2-(4-nitrophenyl)oxirane 1a in HFIP in the presence of 10 mol%
of trifluoromethanesulfonic acid (TfOH) (Table 1). Based on our
previous work on the nucleophilic ring-opening of epoxides,*® it
was unclear whether the desired Meinwald rearrangement/oxa-
Pictet-Spengler pathway could outcompete the direct nucleo-
philic substitution of the epoxide by an alcohol. Under those
conditions, the reaction occurred in 70% yield at room
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Table 1 Optimisation of the reaction conditions

@N Q. 8¢

(2 equiv) 2a

TIOH (10 mol%) _
HFIP [o 1 M]

Entry Variation from standard conditions® Yield” (%)
1 None 70
2 0.4 M instead of 0.1 M 41
3 0.2 M instead of 0.1 M 46
4 5 mol% of TfOH instead of 10 mol% 49
5 1 mol% of TFOH instead of 10 mol% 16
6 HNTf, instead of TfOH 35
7 Bi(OTf); instead of TfOH 59
8 80 °C instead of room temperature 52
9 1.1 equiv. of nucleophile instead of 2 equiv. 43
10 CH,Cl, instead of HFIP 0°
11 MeNO, instead of HFIP 0°¢
12 Toluene instead of HFIP 0°
13 HFIP-Me instead of HFIP 0°
14 TFE instead of HFIP o?
15 Without TfOH nr

¢ Standard reaction conditions: 1a (0.2 mmol), 2-phenylethan-1-ol (2
equlv) TfOH (10 mol%) in HFIP (O 1M),1t,1h(ina sealed tube)

? Isolated yields. ¢ Direct ring-opening by nucleophile. ¢ Direct ring-
opening by solvent.

temperature within 1 h to form the target isochroman 2a (entry
1). We therefore proceeded with the optimisation of the reac-
tion. Performing the reaction at higher concentrations (entries
2 and 3) as well as lowering the catalyst loading (entries 4 and 5)
or using an alternative Brgnsted acid (entry 6) led to lower
yields. Of note, the use of Bi(OTf); which has been previously
reported as a practical source to release in situ TFOH' was also
compatible with our methodology, albeit in a slightly lower yield
(entry 7). Increasing the temperature (entry 8) or lowering the
equivalents of nucleophile (entry 9) also resulted in lesser effi-
cacies. Importantly, the use of other solvents did not result in
the formation of the isochroman but rather in the direct
opening of the epoxide by the nucleophile or the solvent (entries
10-13), illustrating the crucial role of HFIP in the trans-
formation. In the case of another fluorinated alcohol such as
trifluoroethanol (TFE), we only observed the direct addition of
TFE to the epoxide (entry 14). Finally, no reaction occurred in
the absence of acid as a control experiment (entry 15).

Scope and limitations

Next, we investigated the scope of the transformation by using
2-(3,4-dimethoxyphenyl)ethan-1-ol as a model nucleophile
(Scheme 2A). We started by studying the functional group
tolerance of our method towards strong electron-withdrawing
groups, which had not been described with existing oxa-Pic-
tet-Spengler methods. Satisfyingly, highly electron-deficient
styrene oxides such as 2-(perfluorophenyl)oxirane and 2-(3,5-

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Scheme 2 Scope of the reaction. °TfOH 40 mol% (increments of 10 mol%). °Corrected yield. 3 equiv. epoxide. “Diastereoisomers were

separated. €16 h.

bis(trifluoromethyl)phenyl)oxirane were well-tolerated, afford-
ing the products in good yield (2b-c). Moving to para-
substituted styrene oxides, we found that substrates incorpo-
rating amide, nitro, cyano, trifluoromethyl, ester and ketone
groups performed well (2d-i). Less electron-deficient substrates
such as p-Br styrene oxide and simple styrene oxide were also

© 2023 The Author(s). Published by the Royal Society of Chemistry

tolerated (2j-k), but p-tBu substitution proved unsuccessful (21).
In that case, we observed, by "H NMR, the direct formation of
the product resulting from the ring-opening of the isochroman
by water, which could not be isolated. Finally, the reaction was
compatible with the introduction of substituents at the meta
and ortho positions, using nitro and bromine as examples (2m-

Chem. Sci., 2023, 14, 2983-2989 | 2985


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2sc06692k

Open Access Article. Published on 15 February 2023. Downloaded on 3/29/2026 10:35:59 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

n). Moving away from styrene oxides, alkyl epoxides 2-benzy-
loxirane and 2-hexyloxirane provided the corresponding
compounds in 77 and 67%, respectively (20-p). In the latter
case, an excess of epoxide such phenyl and alkyl substitution
did not have any impact on the reactivity (2q-s). To explore drug
derivatives under our reaction conditions, we prepared the
corresponding epoxide from pentoxyfilline, a drug used against
muscle pain. After subjecting it to our conditions, the product
was obtained in 77% yield as a mixture of two diastereoisomers
(2t). Importantly, 1,2-disubstituted epoxides as surrogates for
ketones could also be used to afford 2u in 62% yield.

Our interest then shifted towards the alcohol scope (Scheme
2B). 2-Phenylethanol produced the corresponding isochromans
in good yields (2a, 2v). As expected, the presence of electron-
donating groups on the phenyl ethanol ring proved effective.
Indeed, the methylenedioxy group, often found in bioactive
compounds, led to the target product in 73% yield (2w) whereas
the unprotected di-phenol also delivered isochroman 2x, albeit
in a lower yield (40%). Methoxy, hydroxy and methyl substitu-
tion in the meta position of the phenyl ethanol ring yielded the
products in yields ranging from 63 to 78% along with an
excellent p-selectivity (2y-2aa). Remarkably, while the oxa-Pictet
Spengler reaction has only been described with electron-
donating groups, our method was also compatible with the
presence of moderate electron-withdrawing group such as
fluorine (2ab and 2af, 85 and 59%, respectively). On the other
hand, a stronger electron-withdrawing group such as a CF;
group was unsuccessful (2ac). We then investigated p-
substituted phenyl ethanols, starting with methoxy substitution
(2ad) and observed a larger difference in yield compared to the
m-substituted equivalent, highlighting the importance of
substituents in this transformation. In this case, p-tBu substi-
tution was compatible with our methodology (2ae). Finally
disubstituted 2-(3-fluoro-4-methoxyphenyl)ethan-1-ol and 2-
(2,5-dimethoxyphenyl)ethan-1-ol also proved efficient (2af-2ag).
Of note, the use of pyridyl and naphthyl ethanols was detri-
mental to the reaction (2ah-2ai). We next took advantage of our
recently described method for the ring-opening arylation of aryl
epoxides to use more elaborate nucleophiles.'* Thus, 2-
(perfluorophenyl)-2-phenylethan-1-ol and 2-(4-nitrophenyl)-2-
phenylethan-1-ol derivatives were prepared and subjected to
our reaction conditions to yield densely functionalised products
in high yields (up to 87%) and drs between 85:15 and 80: 20
(2aj-2am). Using NOESY allowed us to determine the configu-
ration of the major diastereoisomer as ¢rans in the case of 2ak
(ESI, Section 5%). The reaction was not limited to aryl substit-
uent as nucleophiles bearing alkyl substituents et the same
position, led to desired product in 51% yield (2an), albeit with
a lower dr. Using (1,2,3,4-tetrahydronaphthalen-1-yl)methanol,
more complex structures such as 2ao could be reached in
60% yield (dr 85 :15). Both diastereoisomers were separated by
flash column chromatography and the structure of the major
one was identified by X-ray crystallography (2ao, ESI Section 67).
Of note, a dimethyl group at that position also proved efficient
which only constitutes the second example of use of 2,2-
disubstituted alcohol for isochroman synthesis in an oxa-Pictet
Spengler reaction (2ap). Secondary alcohols were also well-
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tolerated (2aq-as). In those cases, the relative configuration
was determined by NOESY (ESI, Section 51). It thus constitutes
one of the rare examples of such reactivity. Unfortunately,
tertiary alcohols were not compatible with our methodology as
the alcohol decomposed under the reaction conditions (2at).

The high reactivity in HFIP allowed us to access new varia-
tions of the reactivity that fall outside the scope of the tradi-
tional oxa-Pictet-Spengler reaction described above (Scheme 3).
In the case of the reaction of ¢rans-stilbene oxide with phenyl
ethanol derivatives, the isochroman formed arose from an
initial 1,2-aryl shift, providing 2au in 93% yield (Scheme 3A).
This is not completely surprising as such displacement has
already been observed in previous studies on the Meinwald
rearrangement.”® In the case of 2-methyl-2-phenethyloxirane,
the initially formed isochroman unexpectedly ring-opened
under the reaction conditions following an intramolecular
Friedel-Crafts reaction, leading to primary alcohol 2av in 70%
yield (Scheme 3B, trans relative configuration ascertained by
NOESY, ESI Section 5t).

Lastly, we extended the reactivity to dinucleophiles beyond
the O and C motif embodied by 2-phenylethanols. For instance,
N-tosylphenethylamine gave tetrahydroisoquinoline 3a in 81%
yield (Scheme 4). The reaction was also applied to a variety of
substrates to provide the target products in yields ranging from
79 to 89% (3b-e). However, in the case of the unprotected 2-

A. 1,2-Aryl shift Ph Ph

TfOH (2 mol%)

]@\/\OH HFIP [o 1M]

Ph “'ph

B. Subsequent ring-opening

o]
TFOH (2 mol%)
Me ]@\/\ ( —
OH HF\P[01M]

|: not isolated

Scheme 3 Variations of the standard reaction.

l NO,
O NTs

3a, 81%

i NO,
O NNs

3e, 67%°

TFOH (10 mol%)
4>

HFIP [0.1 M]
20 °C, 60 min
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Ph Ph Ph

3c, 83%
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Scheme 4 Application to the synthesis of tetrahydroisoquinolines.
“TfOH (30 mol%), 60 °C, 72 h.
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Scheme 5 Post-functionalisation of the isochroman products.

phenylethylamine, no reaction was observed, likely due to the
trapping of the catalyst by a more basic alkylamine.

Diols also reacted to form acetals in high yields (3f-g) as
a protection in situ of aldehydes (eqn (1)). In the same vein, N-
tosyl-3-aminopropan-1-ol produced the corresponding hemi-
aminal ether in 63% yield (3h).

NO,
i TFOH (10 mol%)
OH mol7
+ WM, HFIP P 1
[0.1 M]
O:N 20 °C, 60 min —tla

3f,n=1,Y=0,69%
39g,n=2,Y=0,71%
3h,n=1,Y =NTs, 63%

To show the utility of our method, isochroman 2e was
prepared on large scale (85%, 1.4 g, 4.25 mmol) starting from
5 mmol of 2-(4-nitrophenyl)oxirane 1a (Scheme 5). We then
explored post-functionalization pathways. First, driven by the
serendipitous formation of 2au and our recent study on the
reduction of epoxides in HFIP,* the reductive ring-opening of
isochroman 2e ring was achieved, using triethylsilane in HFIP
in the presence of TfOH (Scheme 5A). The resulting alcohol 4a
was obtained in 74% yield and further reacted with mesitylene
to afford Friedel-Crafts product 4b in 91% yield, again using
HFIP and TfOH at 80 °C. Gratifyingly, the whole sequence could
be achieved in a sequential one-pot to give 4b in 75% yield. This
approach enables access to 1,2,4,5-substituted arenes in
a regiocontrolled fashion that would be challenging to accom-
plish by other means. In another application, the limitation that
electron-rich epoxides are not compatible with the titled reac-
tion can, at least in the case of nitrostyrene oxide derivatives, be

© 2023 The Author(s). Published by the Royal Society of Chemistry

2) Na,CO3
EtOH, 1t, 5 h

(2
(0

4e, 90%

circumvented by recognising that nitro groups can be viewed as
masked anilines. Indeed, reduction of was reduced to 2e fur-
nished the corresponding free aniline 4c¢ in 92% yield. Finally,
in the guise of synthesising analogues of the bioactive agent 9-
demethoxyeleutherin," compound 2ag was first used to prepare
benzoquinone 4d (67%) in the presence of cerium ammonium
nitrate (CAN) (Scheme 5b). Then, upon Diels-Alder reaction
with buta-1,3-dien-1-yl acetate and elimination,*®® pyr-
anonaphthoquinone 4e was obtained in 90% yield.

Conclusions

In conclusion, we have developed the first method to access
isochromans starting from epoxides. Through the Meinwald
rearrangement, empowered by HFIP, these epoxides generate
otherwise unstable aldehydes in situ which readily reacted with
phenyl ethanols in an oxa-Pictet Spengler reaction in less than
one hour at room temperature. The use of epoxides as aldehyde
surrogate provided unprecedented functional group diversity,
notably the inclusion of ketones, aliphatic aldehydes, and
phenyl acetyl aldehydes as electrophiles and the inclusion of
2,2-disubstituted and 1,1-disubstituted alcohols as nucleo-
philes. The resulting scope allows all positions of the isochro-
man scaffold to be functionalised, often with good drs, and
allows a variety of dinucleophiles to be used. In select cases,
serendipitous further reactivity of the isochroman products was
observed, inspiring us to explore divergent derivatisation,
including sequential one-pot functionalisation. Finally, due to
the high biological relevance of isochromans, our method
allows to envision the facile synthesis of drug analogues.
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investigations and NMR spectra for all new compounds can be
found in the ESIL. T

Author contributions

Conceptualization, D. L. and J. M.; methodology, D. L. and J. M.;
investigation, C. M., F. H., M. V. and A. G.; writing - original
draft, C. M.; writing - review & editing, D. L. and ]J. M.; funding
acquisition, D. L. and J. M.; supervision, D. L. and J. M.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

This work was supported by the Interdisciplinary Thematic
Institute ITI-CSC via the IdEx Unistra (ANR-10-IDEX-0002)
within the program Investissement d’Avenir (funding
for M. V.). C. M. and A. G. thank the CSC Graduate School
funded by the French National Research Agency (CSC-IGS ANR-
17-EURE-0016). D. L. and J.M thank the CNRS. The authors
thank Wahnyalo Kazone for HRMS analysis and Claire Miesch
for the preparation of some substrates.

Notes and references

1 (a) E. M. Ferreira, Nat. Chem., 2014, 6, 94-96; (b)
A. Simonneau and M. Oestreich, Nat. Chem., 2015, 7, 816-
822; (¢) X. Zhang, Z. Liu, X. Yang, Y. Dong, M. Virelli,
G. Zanoni, E. A. Anderson and X. Bi, Nat. Commun., 2019,
10, 284; (d) J. B. Zimmerman, P. T. Anastas,
H. C. Erythropel and W. Leitner, Science, 2020, 367, 397-
400; (e) X.-J. Dai, C.-C. Li and C.-J. Li, Chem. Soc. Rev., 2021,
50, 10733-10742.

2 For selected reviews on HFIP, see: (a) I. Colomer,
A. E. R. Chamberlain, M. B. Haughey and T. J. Donohoe,
Nat. Rev. Chem., 2017, 1, 0088; (b) S. K. Sinha,
T. Bhattacharya and D. Maiti, React. Chem. Eng., 2019, 4,
244-253; (¢) X.-D. An and J. Xiao, Chem. Rec., 2020, 20, 142
161; (d) C. Yu, ]J. Sanjosé-Orduna, F. W. Patureau and
M. H. Pérez-Temprano, Chem. Soc. Rev., 2020, 49, 1643-
1652; (e) V. Pozhydaiev, M. Power, V. Gandon, J. Moran
and D. Lebceuf, Chem. Commun., 2020, 56, 11548-11564; (f)
T. Bhattacharya, A. Ghosh and D. Maiti, Chem. Sci., 2021,
12, 3857-3870; (g) H. F. Motiwala, A. M. Armaly,
J. G. Cacioppo, T. C. Coombs, K. R. K. Koehn,
V. M. Norwood IV and J. Aubé, Chem. Rev., 2022, 122,
12544-12747.

3 (a) J. Meinwald, S. S. Labana and M. S. Chadha, J. Am. Chem.
Soc., 1963, 85, 582-585; (b) B. Rickborn, Acid-Catalyzed
Rearrangements of Epoxides, in Comprehensive Organic
Synthesis, ed. B. M. Trost, Pergamon: Oxford, 1991, vol. 3,
pp. 733-775.

2988 | Chem. Sci., 2023, 14, 2983-2989

View Article Online

Edge Article

4 M. Vayer, S. Zhang, J. Moran and D. Lebceuf, ACS Catal.,
2022, 12, 3309-3316.

5 A. K. Yudin, Aziridines and Epoxides in Organic Synthesis,
Wiley-VCH, Weinheim, 2006.

6 (a) S. Kamijo and G. B. Dudley, Tetrahedron Lett., 2006, 47,
5629-5632; (b) N. Chowdappa, B. S. Sherigara,
J. K. Augustine, K. Areppa and A. B. A. Mandal, Synthesis,
2010, 2946-2956; (¢) Y. Xu, L. Chen, Y.-W. Yang, Z. Zhang
and W. Yang, Org. Lett., 2019, 21, 6674-6678; (d) M. Viji,
M. Vishwanath, J. Sim, Y. Park, C. Jung, S. Lee, H. Leen,
K. Lee and J.-K. Jung, RSC Adv., 2020, 10, 37202-37208; (e)
E. P. Reddy, P. Padmaja, P. C. Shekar, K. K. Reddy and
B. V. S. Reddy, Tetrahedron Lett., 2022, 97, 153746.

7 (@) E. L. Larghi and T. S. Kaufman, Eur. J. Org. Chem., 2011,
27, 5195-5231; (b) N. Kapadia and W. Harding,
Tetrahedron, 2013, 69, 8914-8920; (c) Z. Zhao, K. Kang,
J. Yue, X. Ji, H. Qiao, P. Fan and X. Zheng, Eur. J. Med.
Chem., 2021, 210, 113073.

8 Tamanna, M. Kumar, K. Joshi and P. Chauhan, Adv. Synth.
Catal., 2020, 362, 1907-1926.

9 For selected examples, see: (a¢) H. Richter and
O. G. Mancheno, Eur. J. Org. Chem., 2010, 4460-4467; (b)
M. Ghobrial, K. Harhammer, M. D. Mihovilovic and
M. Schniirch, Chem. Commun., 2010, 46, 8836-8838; (c)
H. Richter, R. Rohlmann and O. G. Mancheno, Chem.-Eur.
J., 2011, 17, 11622-11627; (d) X. Liu, B. Sun, Z. Xie, X. Qin,
L. Liu and H. Lou, J. Org. Chem., 2013, 78, 3104-3112; (e)
Z. Meng, S. Sun, H. Yuan, H. Lou and L. Liu, Angew. Chem.,
Int. Ed., 2014, 53, 543-547; (f) W. Muramatsu and
K. Nakano, Org. Lett., 2014, 16, 2042-2045; (g) W. Chen,
Z. Xie, H. Zheng, H. Lou and L. Liu, Org. Lett., 2014, 16,
5988-5991; (k) L. Jin, J. Feng, G. Lu and C. Cai, Adv. Synth.
Catal., 2015, 357, 2105-2110; (i) C. Huo, M. Wu, F. Chen,
X. Jia, Y. Yuan and H. Xie, Chem. Commun., 2015, 51, 4708-
4711; (j) Z. Peng, Y. Wang, Z. Yu, H. Wu, S. Fu, L. Song and
C. Jiang, Adv. Synth. Catal., 2019, 361, 2048-2053.

10 For selected examples, see: (@) S. E. Reisman, A. G. Doyle and
E. N. Jacobsen, J. Am. Chem. Soc., 2008, 130, 7198-7199; (b)
P. Maity, H. D. Srinivas and M. P. Watson, J. Am. Chem.
Soc., 2011, 133, 17142-17145; (c¢) 1. Schnapperelle,
E. Herdtweck and S. M. Huber, Angew. Chem., Int. Ed.,
2013, 52, 7028-7032; (d) B. Qian, C. Qiao, Y. Xie and
H. Huang, ChemCatChem, 2015, 7, 250-253; (e) J. Gil-
Negrete, J. P. Sestelo and L. A. Sarandeses, Org. Lett., 2016,
18, 4316-4319; (f) S. Benz, A. 1. Poblador-Bahamonde,
N. Low-Ders and S. Matile, Angew. Chem., Int. Ed., 2018, 57,
5408-5412; (g) R. Dorel and B. L. Feringa, Angew. Chem.,
Int. Ed., 2020, 59, 785-789.

11 (a) B. Ravindra, S. Maity, B. G. Das and P. Ghorai, J. Org.
Chem., 2015, 80, 7008-7018; (b) S. Maity, B. Parhi and
P. Ghorai, Angew. Chem., Int. Ed., 2016, 55, 7723-7727.

12 (a) G. Pandey, S. Pal and R. Laha, Angew. Chem., Int. Ed.,
2013, 52, 5146-5149; (b) S. E. Ammann, W. Liu and
M. C. White, Angew. Chem., Int. Ed., 2016, 55, 9571-9575;
(¢) Y. Wang, G. Li, H. Liu, Z. Tang, Y. Cao and G. Zhao,
Chem. Commun., 2017, 53, 10652-10655; (d)
L. A. Nickerson, B. D. Bergstrom, M. Gao, Y.-S. Shiue,

© 2023 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2sc06692k

Open Access Article. Published on 15 February 2023. Downloaded on 3/29/2026 10:35:59 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article

13

14

15

C. J. Laconsay, M. R. Culberson, W. A. Knauss, J. C. Fettinger,
D. J. Tantillo and J. T. Shaw, Chem. Sci., 2020, 11, 494-498.
(@) M. Guiso, A. Bianco, C. Marra and C. Cavarischia, Eur. J.
Org. Chem., 2003, 3407-3411; (b) A. Saito, M. Takayama,
A. Yamazaki, J. Numaguchi and Y. Hanzawa, Tetrahedron,
2007, 63, 4039-4047; (c) B. Bouguerne, P. Hoffmann and
C. Lherbet, Synth. Commun., 2010, 40, 915-926; (d) S. Das,
L. Liu, Y. Zheng, M. W. Alachraf, W. Thiel, C. K. De and
B. List, J. Am. Chem. Soc., 2016, 138, 9429-9432; (e) J. Zhou,
C. Wang, D. Xue, W. Tang, J. Xiao and C. Li, Tetrahedron,
2018, 74, 7040-7046; () G. Yang, K. Li, K. Zeng, Y. Li, T. Yu
and Y. Liu, RSC Adv., 2021, 11, 10610-10614.

N. Kapadia and W. Harding, Tetrahedron, 2013, 69, 8914-
8920.

(a) F. Gatta, D. Piazza, M. R. Del Giudice and M. Massotti,
Farmaco, Ed. Sci., 1985, 40, 942-955; (b) R. T. Sawant,

© 2023 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

S. G. Jadhav and S. B. Waghmode, Eur. J. Org. Chem., 2010,
4442-4449; (¢) C. Ketterer and B. Wiinsch, Eur. J. Org.
Chem., 2012, 2428-2444; (d) R. C. Simon, E. Busto,
N. Richter, F. Belaj and W. Kroutil, Eur. J. Org. Chem.,
2014, 111-121.

16 S. Zhang, M. Vayer, F. Noél, V. D. Vukovic, A. Golushko,

N. Rezajooei, C. N. Rowley, D. Lebceuf and J. Moran, Chem,
2021, 7, 3425-3441.

17 R. F. Lambert, R. J. Hinkle, S. E. Ammann, Y. Lian, J. Liu,

S. E. Lewis and R. D. Pike, J. Org. Chem., 2011, 76, 9269-9277.

18 M. R. Tiddens, R. J. M. K. Gebbink and M. Otte, Org. Lett.,

2016, 18, 3714-3717.

19 M. A. Brimble, M. R. Nairn and L. J. Duncalf, Nat. Prod. Rep.,

1999, 16, 267-281.

Chem. Sci., 2023, 14, 2983-2989 | 2989


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2sc06692k

	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....

	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....
	Synthesis of functionalised isochromans: epoxides as aldehyde surrogates in hexafluoroisopropanolElectronic supplementary information (ESI)....


