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A formal diastereoselective 1,3-dipolar cycloaddition of azomethine ylide and coumarin derivatives to
construct coumarin based spiro multi heterocyclics has been described. The in situ generation of azo-

Received 30th June 2021
Accepted 2nd September 2021

ylide was achieved for various heterocyclic carbonyls (indenoquinoxaline and isatin). This transformation
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Introduction

Coumarin is a privileged structural motif; the core skeletons are
frequently observed in many natural products and active phar-
maceutical ingredients (Fig. 1).' These scaffolds, possess an
ample range of modulatory and cytoprotective functions, which
provides therapeutic potentiality in multiple disorders such as
anti-inflammatory, anti-cancer, anti-bacterial, anti-coagulant,
anti-tumour, anti-HIV therapy, photo-chemotherapy etc."”
Therefore, the synthesis and structural modification of this
motif have captured huge attention from the synthetic chemist
community. Over the past few decades, several remarkable
achievements were reported on the various scaffolds of
coumarin and its derivatives.>® However, the structural deco-
ration around these scaffolds is still in demand for the
construction of multi-functionalized bioactive coumarin
adducts.

On the other hand, spiro heterocyclics are proven to be
potent pharmacologically active scaffolds (Fig. 1), which are
found in a huge range of therapeutics and are also widely
available in several natural products.*® These spiro cyclic
derivatives are usually fabricated through multicomponent
reactions (MCRs). Owing to their bond forming efficiency,
MCRs are facile approaches to create diversified complex
molecular frameworks from readily available feedstocks in
a high atom economy way. In this MCR approach, the 1,3-
dipolar cycloaddition path has become an essential tool to
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decarboxylative annulations neither required any catalyst nor any activator. Further the pure products
were isolated by filtration from the reaction mixture after the reaction under ambient conditions.

create valuable synthetic methodologies for the synthesis of
various natural products and biologically active compounds.>®
The usual nitrogen based 1,3-dipoles are azomethine ylides,
which are found to be short lived or stable intermediates.>®
Besides, a large spectrum of cycloaddition reactions is re-
ported on these dipoles, by using an array of activated and
unactivated dipolarophiles to assemble multicyclics in a ster-
eoselective manner.>® Subsequently, cyclic dipolarophiles (like
cyclopropene, maleimides etc.) provides these spiro cyclic
heterocyclics (Scheme 1a) with an additional ring system.®
Nevertheless, huge scope in this topic is awaited for the
production of new chemical entities using multiple raw mate-
rials in one operation. Further, these approaches avoid pre-
functionalizations of reactive centres, which is an obvious
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Fig.1 Some bioactive coumarin and spiro multicyclics.
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Scheme 1 1,3-Dipolar cyclo-addition of azomethine ylide.

demand in the green synthesis” research area. In this regard, we
herein report, aforementioned coumarin as dipolarophile in
azo-ylide (generated from indenoquinoxalines and isatins)
cycloaddition arsenal in stereo-selective way. These hybrid
(coumarin based spiro multicyclics) structural motifs may also
enhance the pharmacological properties of regular spiro cyclic
scaffolds>* (Scheme 1b).

Results and discussion

We have optimized the reaction conditions by using inden-
oquinoxaline 1a, proline and coumarin 2a as reactive partners
(Table 1). Initially, as a model reaction, we used catalytic
amount of copper iodide (Cul) as an activator in MeCN at 60 °C
and isolated the expected 3aa in 35% yield (entry 1). We further

Table 1 Optimized conditions®
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table®
N
2
Q\N

3aa
( Entry  Activator Solvent Time Temp (°C) vyield® ]
1 Cul(10 mol %) MeCN 4 60 35
2 Cul (10 mol %) DMF 4 60 40
3 Cul (10 mol %) Dioxane 4 80 48
4  Cul(10mol %) Toluene 4 90 20
5  Cul (10 mol %) MeOH 4 60 68
6 - MeOH 6 60 80
7 - EtOH 6 60 89
8 - THF 6 60 65
9 - IPA 12 60 82
10 . '‘AmOH 8 70 70
11 = DCE 12 60 Trace
12 - EtOH 6 70 88
13 - EtOH 6 80 85

“ IPA, isopropanal, 'AMOH, isoamyl alcohol. b Reaction conditions: 1a
(0.5 mmol), 2a (0.75 mmol) and proline (0.6 mmol) in 3 mL solvent.
¢ Isolated yields.
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screened various solvents on this model reaction such as DMF,
dioxane, toluene, methanol and the yields were observed to be
improving up to 68% (entries 2-5). When we exclude the Cul in
methanol, to our delight the same product was obtained in 80%
yield (entry 6). Then, we have screened various solvents and
temperature in absence of an activator. The best result was
found in the case of the reaction in EtOH at 60 °C which
provided 3aa in 89% yield (entry 7). Other solvents such as THF,
IPA, 'AmOH and DCE were not that effective as in the case of
EtOH (entries 8-11).

It is noteworthy to mention that no remarkable improve-
ment was observed in the yield when elevated temperatures
were conditioned (entries 12-13). The structure and stereo-
chemistry of 3aa was confirmed and assigned by 'H NMR, '*C
NMR and X-ray crystallography analysis (Scheme 2). Based on
previous reports® and X-ray crystal analysis, the dipole config-
ured aza-ylide interacts with coumarin dipolarophile in endo-
mode. This endo-mode approach led to a single diastereomer
product in cycloaddition reaction.®*

With the optimized reaction conditions in hand, we have
first taken up the study to generalize the substrate scope of
indenoquinoxaline derivatives 1 as depicted in Scheme 2.
Initially, we screened alkylated adducts 1b-d to provide the

_ EtOH
60 °C,6h

3aa, 89% R \’;’”\ ’e

1 gram scale 82% o !

3ca, X =Me, 83% S

3da, X = 'Bu, 78% Q O
3fa, 73%
0

3ea, X=F, 76%

Br

3ja, 71%

3ka, 76% 3la, 78%
@Reaction conditions: 1a (0.5 mmol), 2a (0.75 mmol) and Proline (0.6 mmol) in 3 mL
solvent. ®Isolated yields.

Scheme 2 Scope of indenoquinoxalines.
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Scheme 3 Scope of coumarins.

corresponding products 3ba-3da in excellent yields (78-85%).
In addition, the halo substituted substrates, fluoro 1e, chloro 1f;
bromo 1g and dihalo substituted substrates 1th (F and Cl)
smoothly underwent the title transformation and furnished
3ea-3ha (71-76%). Also, the electron withdrawing groups, like
cyano, trifluoromethyl (1i-j) substrates comfortably produced
3ia-3jain good yields. Likewise, heterocyclic skeletons 1k and 11
showed equal ease in the reaction for the synthesis of 3ka and
3la in good yields.

Thereafter, we have investigated the substrate scope of
coumarin derivatives 2 (Scheme 3). As usual, methyl 2b and
chloro 2¢ coumarins gave corresponding adducts 3ab and 3ac in
83% and 72% yields respectively. Gratifyingly, reactive func-
tional groups such as allyloxy- and propargyl coumarins 2d-2e
were efficiently converted to expected products 3ad and 3ae in
83% and 86% yields. Worth mentioning that the other possi-
bility of 1,3-dipolar cyclo addition (with allyloxy- and propargyl
groups), indeed didn't hamper the anticipated conversion. This
might be attributed to the electronic richness on these groups,
which did not allow the cycloaddition with azomethine ylide.
Furthermore, electron withdrawing substitutions on the 4th
position of coumarin increases the reactive ability. As expected,
4-CF; motif 2f gave final product 3af in good yield.

After establishing the applicability of coumarins as 1,3-
dipolar cycloaddition partners on quinoxaline derivatives, we
then quested to extend the same on the other potential
heterocyclics to deliver a new class of spiro heterocyclics. At this
point, we choose isatins as suitable adducts in the above
discoursed cycloaddition transformation due to their wide
applicability in drug discovery® applications and comparable
reactivity as indenoquinoxalines. At first, we conducted the
reaction of N-methyl 4a and N-benzyl 4b isatins in optimized
conditions and we have isolated 5a and 5b in 80% and 78%
yield respectively (Scheme 4). The structure and stereochemistry
of 5a was confirmed by X-ray analysis. Further, methyl and halo
variants (F, Br and I) 4c-4f provides analogue products 5¢-5f in
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@Reaction conditions: 4 (0.5 mmol), 2 (0.75 mmol) and Proline (0.6 mmol) in 3 mL
solvent. Plsolated yields.

Scheme 4 Scope of isatins.

73-82% yields. In addition, methyl, chloro, bromo and dichloro
substituted coumarins provided the corresponding products
5h-5k in good yields (72-81%).

Conversely, the synthesis of such 3D frame works was quite
challenging in MCRs. The main drawback in these trans-
formations is multiple reaction possibilities within the reactive
partners. Therefore, tuning of the single reactive centered
substrates is somewhat difficult.” However, we have successfully
utilized the dipolarophile behaviour of coumarins in azome-
thine ylide cycloaddition reactions.

Despite the dipolarophile skeleton, we further focus on the

synthesis of complex spirocycles wusing other cyclic

EtOH
60°C, 6 h

7a, 73%

7b, 79% 7c, 82%

7b, CCDC, 2065303

Scheme 5 Scope of maleimides.
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dipolarophiles. Therefore, we selected maleimide as cyclic
dipolarophile in azomethine ylide cycloaddition. Thus, the
reaction of maleimide 6a with isatin 4a offers dihy-
dromaleimide derivative 7a in 73% (Scheme 5). We further
synthesized two more derivatives 7b and 7c in good productive
yields (79-82%). The structure and stereochemistry of 7b was
confirmed by X-ray crystallographic analysis.

Conclusions

In conclusion, we have demonstrated, a formal 1,3-dipolar
cycloaddition reaction of coumarins and in situ generated azo-
methine ylides which offers coumarin based spiro cyclic
adducts in a diastereoselective manner. In situ ylides formation
was achieved with indenoquinoxaline and isatin derivatives
using proline. This transformation is also equally viable to
maleimides for the synthesis of hydro-maleimide derivatives.
This strategy delivers biologically intriguing spirocyclics in
environmentally benign conditions without the addition of any
activator and products were isolated by simple filtration.
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