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Hematin supported on Colour Catcher®: a
biodegradable heterogeneous catalyst for
halogen-free CO, cycloadditions
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This work describes the activity of biocompatible hemin derivatives in catalyzing the cycloaddition of CO,
to epoxides and aziridines. The process sustainability was enhanced through the use of a catalytic material
obtained by heterogenizing hematin onto Colour Catcher® sheets, a cellulose-based support with
complete biodegradability. The material exhibited remarkable efficiency and stability, enabling consecutive
use without adding additional co-catalysts, thereby enhancing the eco-tolerance of the system. The
generality of the reaction was demonstrated by testing various substrates under both homogeneous and
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Introduction

Carbon dioxide is the primary greenhouse gas responsible for
global warming and the resulting climate change, which is
provoking a significant increase in extreme weather events
that impact our health, environment, and economy.

In order to achieve an economy with net-zero greenhouse
gas (GHG) emissions by 2050, both governments and the
scientific community are doing many efforts for mitigating
the environmental impact of CO, produced by human
activities.

Nowadays, the most important tools in ‘CO, management’
are carbon capture and storage (CCS), which focuses on
capturing and storing CO,, and carbon capture and
utilization (CCU), which implies that the capture of carbon
dioxide is followed by its into valuable
products.”™ This strategy not only prevents the release of
CO, into the atmosphere as a greenhouse gas but also allows
it to be utilized as a C1 source™® in the synthesis of a wide
range of useful products, in alignment with circular economy
principles.

Among various synthetic methodologies that use CO, as a
starting material, the synthesis of cyclic carbonates and
oxazolidin-2-ones by the respective CO, cycloaddition to
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heterogeneous conditions and the reaction mechanism was suggested through DFT calculations.

epoxides”® and aziridines® " offers the added benefit of
being 100% atom-efficient procedures (Scheme 1).*?

Both cyclic carbonates and oxazolidin-2-ones are
valuable chemicals employed in various fields. Whilst
cyclic carbonates find applications as electrolytic solvents
in lithium batteries, reagents for polycarbonate synthesis
and in the production of drugs and cosmetics,"*"®
oxazolidin-2-ones are chiral auxiliaries, pharmaceutical
compounds and also used as useful intermediates in
organic synthesis.'®**™"?

The formation of the five-membered ring is facilitated by
the synergistic action of electrophilic and nucleophilic
species. It is generally assumed that the electrophile
coordinates the heteroatom of the three-membered ring to
promote the ring-opening reaction by the nucleophilic
species. Subsequently, the reaction can proceed as illustrated
in Scheme 2.%2°>*
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Scheme 1 General scheme of CO, cycloaddition to epoxides and
aziridines forming cyclic carbonates and oxazolidin-2-ones,
respectively.

This journal is © The Royal Society of Chemistry 2024
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Scheme 2 General mechanism of CO, cycloaddition to epoxides and
aziridines.

Porphyrin-based catalysts have been shown to be
efficient catalysts for CO, cycloaddition to epoxides and
aziridines whether under homogeneous or heterogeneous
conditions.>® Considering that the contemporary presence
of an electrophile and nucleophile is required, several
binary and bifunctional porphyrin-based systems have
been developed.””*"?**® The binary systems typically
consist of an electrophilic porphyrin species, called the
catalyst, and a source of the nucleophilic agent (ie., an
ammonium salt), which is commonly defined as the co-
catalyst.

On the other hand, in a bifunctional porphyrin system,
the tetrapyrrolic core serves as the electrophilic center
responsible for interacting with the heteroatom of the three-
membered cycle, while the porphyrin periphery carries the
nucleophile responsible for the ring-opening reaction.*'’
The use of bifunctional catalysts, rather than binary systems,
improves the sustainability and cost-effectiveness of the
process by reducing the number of species involved and
minimizing the necessary purification steps. The
environmental friendliness of the procedure can be further
enhanced by employing biocompatible catalysts and/or by
immobilizing the catalyst onto a solid support.**32*

Porphyrin-like complexes inherently exhibit
biocompatibility due to the tetrapyrrolic scaffold, which is
present in essential biological molecules, including hemin
and hematin. These latter molecules play pivotal roles in
biological functions and present different pharmaceutical
and catalytic activities.*® Hemin, the oxidized form of heme,
is an iron(m) protoporphyrin IX species that shows a chloride
ligand in the axial position. Its cost-effective extraction and
purification make it an ideal choice for a wide range of
applications. Conversely, in the case of hematin, also known
as hydroxyhemin, the iron(m) center bears a hydroxyl axial
group in place of the chloride atom (Fig. 1).*

As mentioned earlier, the sustainability of the process can
be improved by immobilizing the active molecule onto a
surface. A variety of supports has been employed and the
utilization of materials with a cellulose-like structure is

This journal is © The Royal Society of Chemistry 2024
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Fig. 1 Molecular structures of hemin (1), Fe(OMe)protoporphyrin IX (2)
and the sodium salt of hematin (3).

especially  attractive  for low-toxic  and
biocompatible heterogeneous materials.

We recently reported that porphyrins can be readily
anchored onto Colour Catcher®(CC) sheets, a cellulose-based
material commonly used in everyday life to capture colors in
laundry water.”>** This absorbent material, with a
remarkable ability to bind porphyrins, stands as a highly
innovative choice owing to its full biodegradability and
exceptional mechanical, thermal and chemical stability that
prevents the leaching of active molecules. The intrinsic
coloration of porphyrins enabled them to be effectively
immobilized onto CC sheets, resulting in a material that
exhibited strong performance in sensing®***™*® and
catalysis.*?

Given our expertise in utilizing metal porphyrins and free
porphyrins in combination with ammonium salts or chloride
sources both in homogeneous®”*’ > and heterogeneous™
CO, cycloadditions, we have studied the catalytic activity of
environmentally-friendly porphyrins derived from natural
sources, such as hemin and hematin.

In this paper, we present a catalytic protocol involving the
utilization of hemin (1), Fe(OMe)protoporphyrin IX (2), and
sodium salt of hematin (3) under homogeneous conditions
to mediate the CO, cycloaddition to three-membered rings.
In addition, the immobilization of hematin onto Colour
Catcher® sheets yielded a highly effective and no-toxic
heterogeneous 3@CC catalyst that promoted the synthesis of
oxazolidin-2-ones. Notably, when 3@CC was used, the
presence of a nucleophilic co-catalyst was not required
resulting in a convenient and halogen-free procedure.

obtaining
40,41

Results and discussion

Cycloaddition of CO, to epoxide under homogeneous
conditions

The model reaction between styrene oxide and CO,, forming
4-phenyl-1,3-dioxolan-2-one (4), was run in the presence of
the three different catalysts, hemin (1), Fe(OMe)
protoporphyrin IX (2) and the sodium salt of hematin (3)
(Fig. 1), in order to evaluate how the nature of the axial
ligand influences the catalytic activity.

Catal. Sci. Technol., 2024, 14, 3996-4006 | 3997
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It is important to note that both the nature of the axial
ligand on iron and the peripheral substituents on the pyrrole
rings significantly influence the solubility of the complex in
both organic solvents and water. Complexes 1 and 3
exhibited poor solubility in common organic solvents, except
for DMSO. On the other hand, complex 2, which was
synthesized by refluxing commercially available hemin (1) in
methanol, displayed good solubility not only in DMSO but
also in dichloroethane (DCE), tetrahydrofuran (THF) and
methanol.

It's worth noting that hemin (1) tends to aggregate in
water’* forming various non-monomeric species with a
resulting poor solubility in aqueous environments. To achieve
complete solubilization in water, hemin can be converted
into the sodium salt of hematin (3) by treating compound 1
with aqueous NaOH.

The synthesis of compound 4 was run in the presence of
1, 2, or 3 iron(m) catalyst and tetrabutyl ammonium chloride
(TBACI) as the co-catalyst, by applying different experimental
conditions (Table 1). The reaction was initially conducted at
100 °C and 0.6 MPa of CO, for four hours by using styrene
oxide as the solvent. The desired compound was obtained in
varying yields depending on the different solubility of the
three catalysts in the reaction medium. When catalyst 3 was
used, the reaction productivity was hindered by the limited
solubility of the complex in styrene oxide (Table 1, run 3). On
the other hand, thanks to the higher solubility of complexes
1 and 2 in styrene oxide, compound 4 was formed in almost
a quantitative yield in the presence of these two catalysts
(Table 1, runs 1 and 2). Given these findings and considering
the higher solubility of complex 2 in styrene oxide, the
reaction conditions were optimized by using catalyst 2. When
the synthesis of 4 was performed without the co-catalyst, only
traces of the product were detected (Table 1, run 4), even
when stronger reaction conditions (125 °C, 1.2 MPa of CO,
for 16 hours) were applied and using DCE as the reaction
solvent (Table 1, run 5). These results indicated that, under
these experimental conditions, the axial ligand of the catalyst
remained tightly bound to the iron center and was not

Table 1 Optimization of the synthesis of cyclic carbonate 4¢

View Article Online

Catalysis Science & Technology

available to act as a nucleophilic species for opening the
epoxide ring and consequently, the presence of TBACI was
necessary (Scheme 2). Nevertheless, it is worth highlighting
that the catalyst/TBACI ratio of 1:2 used in this study was
more convenient than that we have previously reported by
using a ruthenium-based porphyrin catalyst (catalyst/TBACI =
1:10).>

Then, the optimization of reaction parameters was
performed by varying catalytic loading, temperature and CO,
pressure. As reported in Table 1, a reduction of the product
yield was observed by halving the catalyst/co-catalyst amount
to 0.35 and 0.7 mol%, respectively (Table 1, run 6) and
maintaining all the other parameters as reported before.

Also a decrease of the temperature to 75 °C (Table 1, run
7) or CO, pressure to 0.3 MPa (Table 1, run 9) had a negative
effect on the reaction productivity. Conversely, quantitative
yields of 4 were achieved by increasing the reaction
temperature to 125 °C (Table 1, run 8) or the CO, pressure to
1.2 MPa (Table 1, run 10).

Considering data reported in Table 1, the reactivity of ten
different epoxides with diverse electronic and steric features
was investigated by running reactions for 4 hours at 0.6 MPa
of CO, and 100 °C (Fig. 2). The steric hindrance of the
substituent on the epoxide ring had a negative impact on the
reaction efficiency and reaction yields decreased as the steric
bulk of the reagent increased (Fig. 2, compounds 9 and 12).
When a similar steric hindrance was present on the epoxide
ring, the catalytic activity was further inhibited by the
presence of an electron-donor substituent (compare yields
between compounds 5 and 6 as well as compounds 11 and
12). Thus, the reaction performed well when utilizing
electron-poor epoxides with linear and short alkyl chain
substituents on the ring.

Cycloaddition of CO, to aziridines under homogeneous and
heterogeneous conditions

Based on the data obtained up to now, we evaluated the
activity of 1, 2, and 3 catalysts in CO, cycloaddition to

Ph

cat.

X

0] (9}

<c() o, Ph>_/ @

Run Cat. (mol%) TBACI (mol%) CO, (MPa) T (°C) Yield (%)
1 1(0.7) 1.4 0.6 100 9%

2 2 (0.7) 1.4 0.6 100 94

3 3(0.7) 1.4 0.6 100 40

4 2 (0.7) — 0.6 100 Traces
5° 2 (0.7) — 1.2 125 10

6 2 (0.35) 0.7 0.6 100 71

7 2 (0.7) 1.4 0.6 75 20

8 2 (0.7) 1.4 0.6 125 100

9 2 (0.7) 1.4 0.3 100 73

10 2 (0.7) 1.4 1.2 100 99

“ The reaction was performed in styrene oxide for 4 hours. ” The reaction was performed in DCE for 16 hours.
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Fig. 2 Synthesis of cyclic carbonates 4-13 mediated by the 2 (0.7
mol%)/TBACL (1.4 %mol) binary system run at 100 °C, 0.6 MPa CO; in
epoxide as the reaction solvent for four hours.

N-butyl-2-phenyl aziridine forming the corresponding
N-butyl-5-phenyloxazolidin-2-one (14a) as the major isomer.
According to our previous optimizations of the CO,
cycloaddition to N-alkyl aziridines,*” the reaction was run for
12 hours using dichloroethane (DCE) as the reaction solvent,
under 1.2 MPa of CO, pressure and at 125 °C (Scheme 3). It
is important to emphasize that only catalyst 2 exhibited
complete solubility in DCE, whereas catalysts 1 and 3
remained active despite being only sparingly soluble in the
reaction medium.

As reported in Scheme 3, the model reaction was
conducted both in the presence and absence of TBACI and to
our delight, the reaction proceeded effectively even without
any co-catalyst.

The efficiency of the TBACI-free catalytic reactions proved
that all the catalysts have a bifunctional nature and
consequently, the eco-compatibility of the procedure
increased due to both the reduction of the reaction
components and the absence of noxious halogen species.

Considering the activity exhibited by complex 3 (Scheme 3,
run 5) and the presence of anionic COO™ functionalities in

Bu O, (@]
N cat. 1,2 or 3 (1.0 mol%) >LNBu >\NBU
(0] + 0

PH CO, (1.2 MPa), 125°C, 12 h, DCE >) \)\Ph
) . Ph (14a) (14b)
run catalyst yield| 14a/14b ratio
111 95 99:1
2 | 1/TBACI (2.0 mol%)| 99 94:6
3 |2 80 99:1
4 | 2ITBACI (2.0 mol%)| 83 94:6
513 68 96:4
6 | 3/TBACI (2.0mol%)| 86 94:6

Scheme 3 Synthesis of N-alkyl oxazolidin-2-one 14a/14b promoted
by 1, 2 or 3 in the presence and in the absence of TBACL

This journal is © The Royal Society of Chemistry 2024
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the ligand periphery, this complex was grafted onto Colour
Catcher® sheets through electrostatic interactions between
the COO™ group of the porphyrin and the positively charged
groups (cationic polymer) of the Colour Catcher® surface.>
Complex 1 was dissolved in an aqueous NaOH solution to be
converted into 3 and then the CC sheet was immersed in the
3-containing solution to form the 3@CC material.

The quantity of porphyrin loaded onto the CC sheet was
directly influenced by both the porphyrin concentration and
the immersion duration, and the maximum loading of
porphyrin 3 onto the CC surface was reached by dipping the
CC sheet in a 1.0 x 10~ M solution of 3 for 7 hours (see the
ESIt for further details). Thus, to test the reproducibility in
the anchoring process, we always left a 25 cm® Colour
Catcher® sheet immersed in 100 mL of 1.0 x 10 M solution
for 8.0 hours (Fig. 3). Then, the so-obtained 3@CC was dried
and no porphyrin leaching was observed by washing the
sheets with NaOH 0.1 M and distilled water. The quantity of
porphyrin loaded onto the CC sheet was determined through
UV-vis  spectroscopy by measuring the porphyrin
concentration before and after the immersion of the CC into
the porphyrin solution (see the ESIt for further details). The
amount of porphyrin grafted onto the CC sheet was

consistent across several preparations of 3@CC
demonstrating the reproducibility of the anchorage
procedure.

The resulting 3@CC material was analyzed by UV-vis
spectrophotometry, scanning electron microscopy (SEM),
energy dispersive X-ray analysis (EDX), inductively coupled
plasma-optical emission spectroscopy (ICP-OES), X-ray
photoelectron spectroscopy (XPS), thermogravimetric analysis
(TGA), Fourier-transform infrared spectroscopy (FTIR) and
nuclear magnetic resonance (NMR) (see the ESI{ for all
analytic details).

The presence of porphyrin 3 on the CC surface was firstly
confirmed by comparing the UV-vis spectrum of 3 in water
with that of 3@CC obtained in solid state. As depicted in
Fig. 4, even if the profile of the solid-supported 3@CC
exhibits broader bands in comparison to those of the sodium
salt of hematin (3), the typical absorption profile of porphyrin
3 was observed in the spectrum of 3@CC and the distinct
absorptions of the Soret and Q bands remain discernible.

In accordance to the UV-vis features of other anionic
porphyrins anchored to Colour Catcher® sheets,"**® the
Soret band of 3@CC was red-shifted compared to its free

L

-

Fig. 3 Preparation of the 3@CC heterogeneous catalyst.

Colour
Catcher®
sheet

3
(basic wate
solution)
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Fig. 4 UV-vis spectra of (a) 3 and (b) 3@CC.

counterparts. Both 3 and 3@CC spectra showed a splitting of
the Soret band indicating that the aggregation phenomenon,
usually present in homogeneous aqueous solution (Fig. 4a),>*
was maintained on the solid surface (Fig. 4b). A sample of
3@CC, presenting a catalytic loading of 0.054 mg cm™>, was
analyzed by SEM and EDX techniques (Fig. 5). The SEM
analysis revealed a homogeneous texture of 3@CC and the
EDX spectra disclosed the presence of iron (not present in
the unfunctionalized Colour Catcher® sheet, see the EDX
spectrum in the ESIf) on the solid surface confirming the
efficiency of the grafting procedure. The presence of iron in
the CC fibers was also proved by XPS analysis and ICP-OES
analysis showed 0.11% w/w of iron in the 3@CC material.
Finally, TGA analysis demonstrated that 3@CC was stable up
to 200 °C to prove the excellent thermal stability of the
material. Unfortunately, FT-IR and C NMR spectroscopy
were inadequate for characterizing 3@CC due to the
predominance of the cellulose-based matrix that hindered
the detection of the expected hematin signals in both
acquired spectra. All data collected up to now (see the ESIY

x1.0k 100 u

“ec_0050 D31 %00 200um g oost T o5
Acquisition conditions

Acquisition time (s) 180.0

Process time 4

Accelerating voltage (kV) 15.0

Spectrumb

0 2
ull Scale 100 cts Cursor: 7.983 (8 cts) keV|

Quantification Settings

Quantification method All elements (normalised)

y results
Element Weight %
Sodium 0.2
Silicon 4238
Chlorine 248
Iron 322

Fig. 5 SEM and EDX analyses of 3@CC (0.054 mg cm™2).
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for details) underlined the suitability of Colour Catcher® as a
solid support for the efficient and reproducible
immobilization of negatively charged porphyrin species.***?
The stability and biocompatibility nature of the 3@CC
material validated its employment as an eco-friendly catalyst
in CO, cycloaddition to aziridines.

After characterizing the 3@CC material, its chemical and
physical stability under operating CO, pressures and
temperatures were tested by heating DCE, DMSO (dimethyl
sulfoxide) or DMF (N,N-dimethylformamide) suspensions of
3@CC at 150 °C under 1.5 MPa of CO, for 12 hours. The
obtained data revealed a very high stability of 3@CC in DCE
in which no traces of leached porphyrin were detected by UV-
vis spectroscopy. On the contrary, a slight porphyrin leaching
was observed by employing DMSO and DMF, whose UV-vis
analysis revealed the release of 3% and 10% of 3, respectively.
Despite the porphyrin leaching, SEM-EDX analyses of all the
heterogeneous materials showed no changes in the structure
and/or composition of 3@CC after the treatment under harsh
conditions.

In view of the experimental conditions already used for
the homogeneous CO, cycloaddition to N-butyl-2-phenyl
aziridine (1.2 MPa of CO, at 125 °C for 12 hours) and the
high stability of 3@CC in DCE, we employed this
heterogeneous material to investigate the scope of the CO,
cycloaddition to N-alkyl aziridines by applying the
experimental conditions reported in Scheme 3.

o o o
>¥N/\/\ >\\N >¥N
°>) °>) °>J
Ph Ph Ph
70% vyield 56% yield 91% vyield

14a/14b = 96:4

5,0 5,
A ol

16a/15b = 98:2 16a/16b = 99:1

r°

Ph traces Ph " 31% yield Ph 20% yield
17ai17b = 94:6 18a/18b = 955
o o
>LN »\N
°>) °>)
Ph 85% yield Ph 75% yield
19a/19b = 99:1 20a/20b = 96:4
o o
>¥N >¥N
o o
OCH,
Ph Ph OCHj

42% yield
21a/21b = 98:2

55% vyield
22a/22b = 93:7
Fig. 6 Synthesis of N-alkyl oxazolidin-2-ones 14-22 mediated by
3@CC (0.1 mol%) run at 125 °C, 1.2 MPa CO, in DCE as the reaction
solvent for 12 hours.

This journal is © The Royal Society of Chemistry 2024
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As illustrated in Fig. 6, the reaction was productive with
various aziridine substrates even at the low 3@CC loading of
0.1 mol% and in the absence of any nucleophilic source. It is
worth noting that when the reaction between N-butyl-2-
phenyl aziridine and CO, was carried out in the presence of
the porphyrin-free Colour Catcher® sheet and applying
experimental conditions outlined in Fig. 6, the formation of
the desired 14a/14b mixture was not observed.

The reaction efficiency was influenced by the steric
hindrance of the N-alkyl substituent and the presence of a
-CH,- spacer between the nitrogen atom and the bulky group
was necessary to achieve satisfactory yields (Fig. 6,
compounds 14-16, 19-22). When the cyclic substituent was
directly linked to the nitrogen atom of the aziridine, its steric
bulk hampered an efficient coordination to the iron center,
resulting in the reduced activation of the molecule towards
the ring-opening reaction. Consequently, the corresponding
N-alkyl oxazolidin-2-ones were obtained in low yields (Fig. 6,
compounds 17-18). Even if the electronic effects of
substituents on reaction efficiency were less pronounced, the
presence of electron-donating groups had an adverse impact
on reactivity. As a result, lower productivities were observed
in the synthesis of 21 and 22 compared to that of 20. The
data obtained indicated a good regioselectivity in all the
reactions mediated by 3@CC, and the 5-substituted
regioisomer was always formed as the major product.

The very good activity and versatility of 3@CC prompted
us to investigate the chemo-physical characteristics of the
heterogeneous material at the end of a catalytic reaction to
establish possible modifications of the porphyrin structure
that could hamper its fruitful recycle. Thus, 3@CC was
recovered after the complete conversion of N-butyl aziridine
into 14, washed with DCE and analyzed by UV-vis, ICP-MS
and SEM-EDX spectroscopy. The post-catalysis UV-vis
spectrum of 3@CC was comparable to that of the starting
material (Fig. 4b) confirming that 3 was still grafted on the
CC surface. In addition, ICP-MS analysis showed the presence
of 0.11% w/w of iron to validate the absence of catalyst
leaching and SEM-EDX analysis confirmed the preservation
of the homogenous structure of 3@CC.

The stability of the heterogeneous catalyst was further
proven by its excellent activity for four consecutive catalytic
reactions. After the synthesis of 14, 3@CC was recovered,
washed with DCE and subsequently reused three additional
times. The desired compound was formed with a 70% overall
yield and a 14a/14b regioselectivity of 94 : 6.

The catalytic performances shown by 3@CC in the
synthesis of N-alkyl oxazolidin-2-ones make this
heterogeneous material a competitive alternative to other
heterogeneous catalysts already reported in the literature.”® %
Among these, Cu, In and Co-based metal-organic frameworks
(MOFs) have been used to synthesize N-alkyl oxazolidin-2-
ones and they showed very good activity and recyclability.
Even if these catalysts worked under experimental conditions
milder than those used in the presence of 3@CC (e. g. 30 °C,
1.0 MPa CO, (ref. 57 and 58) or 60 °C, 0.5 MPa CO, (ref. 56)),

This journal is © The Royal Society of Chemistry 2024
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the presence of a co-catalyst was always required. Thus, the
bifunctional nature, biodegradability and low-toxicity of
3@CC (both hematin and cellulose-based support are bio-
derived species) as well as the application of a halogen-free
procedure compensate for the drawback of the slightly
harsher experimental conditions required.

To broaden the scope of the reaction, we explored CO,
cycloaddition to 1-(3,5-bis(trifluoromethyl)phenyl)-2-
phenylaziridine to form the corresponding N-aryl-oxazolidin-
2-one (23) under homogeneous conditions by using the 1 (1.0
mol%)/TBACI (2.0 %mol) binary system at 125 °C, 1.2 MPa
CO, for 12 hours. The product was obtained in a yield of
95% and with a 23a/23b regioisomer ratio of 95:5
(Scheme 4). Unfortunately, the reaction did not occur in the
absence of TBACI as a co-catalyst. This data aligns with our
expectations and indicates a lower reactivity of N-aryl
aziridine compared to N-alkyl analogues due to both
electronic and steric factors, which hinders the reaction to
proceed in the absence of a chloride source.

When the synthesis of 23 was conducted under
heterogeneous conditions by employing 3@CC as the
catalyst, a slight decrease in both yield and regioselectivity
was noted (Scheme 4). Interestingly, the catalytic activity was
not influenced by the electronic characteristics of the
aromatic substituent on the nitrogen atom. In fact, N-aryl
oxazolidin-2-one 24 was obtained in a yield comparable to
that obtained in the synthesis of 23 (Scheme 4). In both
cases, the presence of TBACI was required.

Study of the reaction mechanism of oxazolidin-2-one
formation

Given that the CO, cycloaddition to N-alkyl aziridines
occurred in the absence of any nucleophilic species, which
contrasts with the requirement for a halogen source in the
analogous reaction involving epoxides, two significant
questions arise for suggesting mechanistic hypotheses. First,
what additional role does the three-membered ring play in
the mechanism, beyond serving as the reaction substrate?
Second, in the absence of TBACI, who acts as the nucleophile
responsible for the ring-opening reaction?

To address these questions, we explored the ability of the
three-membered ring (aziridine or epoxide) to coordinate the
iron metal of the porphyrin complex and promote the
cleavage of the Fe-X bond to release a X nucleophilic agent

(0] o

>\NAr >LNAr

o + o\)\
Ph

Ph 3 b

3@CC (0.1 mol%)

ArN
y TBACI (2 mol%)

Ph CO; (1.2 MPa), 125 °C

Ar = 3,5(CF3),CgH3z 65% yield, 23a:23b = 90:10
Ar = 4-tBuCBH4’ 65% yield, 24a:24b = 94:6

Scheme 4 Synthesis of N-aryl oxazolidin-2-ones 23 and 24 mediated
by the 3@CC (0.1 mol%)/TBACI (2.0%) binary system.
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essential for the ring-opening step. Thus, Fe(OMe)
protoporphyrin IX (2) was dissolved in DCE and the UV-vis
spectrum was recorded both in the absence and in the
presence of either N-butyl aziridine or styrene oxide. Note
that the test was conducted by using 2 to achieve a
homogeneous solution in which it is easier to estimate weak
interactions. As detailed in the ESL{ while a slight
modification of the UV-vis spectrum was observed in the
reaction between 2 and N-butyl aziridine, no interaction was
registered by treating 2 with styrene epoxide. These results
indicated that aziridine, but not epoxide, can weakly
coordinate iron during the reaction and facilitates the
departure of the ¢rans axial group (Cl in 1, OMe in 2, and OH
in 3), which can act as a nucleophile for opening the three-
membered ring (Scheme 5). Thus, the presence of TBACI
becomes unnecessary. Subsequently, as the three-membered
ring opens, the reaction with CO, can occur and the
mechanism proceeds as previously described for analogous
porphyrin-mediated catalytic reactions.>*>"*7~*?

This assumption was also supported by the lack of
reactivity observed when N-aryl aziridines were tested in the
absence of TBACI. These less basic and more sterically
encumbered substrates exhibit reduced capacity to
coordinate the iron metal, making them less effective in
promoting the cleavage of the axial ligand bond. To better
support the mechanism outlined in Scheme 5, a DFT study
was conducted to provide a more comprehensive
understanding of the nature of the involved intermediates.

DFT study

Considering that Fe(ur) complex 2 is soluble in DCE and it
was employed under homogeneous conditions (see above),
the DFT investigation started by assessing its catalytic
properties in promoting the cycloaddition reaction in
solution. Iron(m) d° metal can adopt three distinct spin
states: sextet, quartet, and doublet, corresponding to five,
three and one wunpaired electron, respectively. The
computational analysis at the B97D-DFT level of theory
(further details provided in the computational details

®
Ph
X \ i
BuN
active Ph
spieces

Scheme 5 Suggested mechanism of CO, cycloaddition to N-alkyl
aziridines.
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Compound Fe-O1 Relative Free Energy

(A) (kcal mol)
Zisie 187 0
2quart 1.91 +10.3
240u 183 217

Fig. 7 Optimized structure of compound 2 and comparison between
the main structural/energetic features of the three spin states. The
hydrogen atoms, except the carboxylic ones, were hidden for clarity.

section)® disclosed that the sextet spin state is the most
stable (Fig. 7) and consequently, the following discussion and
analysis will predominantly focus on this spin isomer.

After establishing the most stable spin isomer, it became
crucial to assess whether the methoxide axial ligand could be
released in solution to act as a nucleophile in the ring-
opening step. However, the possibility of methoxide
dissociation from 2 forming a square planar cationic iron
complex was ruled out due to the considerably high free
energy cost of more than 50 kcal mol™.

Consequently, our analysis focused on whether the energy
cost of cleaving the Fe-OCH; bond could be reduced when
starting from the octahedral complex 25¢pme (Fig. 8), where
N-butyl-2-phenyl aziridine plays the role of the sixth axial
ligand. It is worth noting that the coordination of aziridine to
complex 2 occurs with a very low free energy cost of +0.2 kcal
mol .

The optimized structure of complex 25ope €xhibits an Fe-
N1 bond length of 2.45 A, accompanied by a subtle
elongation of the trans-Fe-O distance by 0.06 A compared to
its initial value in 2. Although this effect is relatively small, it
may account for the observed slight modification in the UV-
vis spectrum of 2 upon its reaction with N-butyl-2-phenyl
aziridine (see above). Conversely, in line with the
experimental findings, the DFT analysis of the coordination
of styrene epoxide to 2 revealed a somewhat hindered
coordination. As illustrated in Fig. 8, the computationally
isolated compound 260y, exhibits an Fe-Ocpoxiqe distance of
3.12 A, and the trans Fe-O distance remains unaffected.
Based on what was stated above, it is reasonable to assume
that intermediate 250Mme, presenting the additional aziridine
axial ligand, can release the methoxide ion into the solution.
DFT analysis has shown that the cleavage of the Fe-OCHj;
bond can occur with a free energy cost of +24.7 keal mol ™,
which is significantly lower than the cost of methoxy release
when aziridine coordination is not considered.

c2

¢ Oepo
Cc1 3.12
245 N1
193 01 1.87| 01
25040 260mc

Fig. 8 Optimized structures of compounds 25ome and 26ome. The
hydrogen atoms, except the carboxylic ones, were hidden for clarity.
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Fig. 9 Optimized structures of intermediate 27ome, transition state
TS27.28,,, and intermediate 28ome. The hydrogen atoms, except the
carboxylic ones, were hidden for clarity.

The dissociation of the methoxy axial ligand leads to the
formation of the ionic pair compound 27ope reported in
Fig. 9, which exhibits an O1--C1 distance of 3.43 A. The
release of methoxide results in a significant reduction of the
Fe-N1 distance to approximately 2.13 A, accompanied by
electron depletion on the aziridine ring. Specifically, the
NBO-calculated charge on the C1 center decreases by
approximately 0.5 e compared to free N-butyl-2-phenyl
aziridine. The electronic depletion on C1 allows the
nucleophilic attack of the methoxide through a transition
state (TS,7.2s,,) shown in Fig. 9, with an associated free
energy barrier of +6.6 kcal mol™". The transition state nature
was confirmed by the detection of a unique imaginary
frequency at -356 cm ' associated with the formation of
O1:--C1 linkage and the cleavage of the N1---C1 one. As
shown in Fig. 9, the Fe-N1 bond in TS,;.,5 ,, becomes shorter
by 0.08 A and a more efficient strengthening occurs in the
following intermediate 28ome (Fig. 9) up to the value of 1.93
A. The formation of intermediate 28ome, characterized by a
fully established O1-C1 bond and a broken N1-C1 bond,
occurs with a free energy gain of —40.4 kcal mol™.

The newly acquired amidic character of the N1 atom in
28ome May enable its reaction with CO,. This reaction results
in the breaking of the Fe-N linkage, and the metal
unsaturation is compensated for by coordinating one oxygen

TSZS-SOOMe

Fig. 10 Optimized structures of intermediate 29ome and transition
state TSz9.30,,,.- The hydrogen atoms, except the carboxylic ones, were
hidden for clarity.
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atom of the CO, moiety. Intermediate 29¢ope, as depicted in
Fig. 10, was isolated with a free energy cost of +12 kcal mol .

The CO, moiety has lost its linearity (O2C303 angle is
122°) and an IR active mode has been detected for the C=0
stretching at 1593 cm . The metal coordination of 02
reduces the available electronic density on the CO, moiety,
affecting the nucleophilic power of O3 in the ring-closure
process to form oxazolidin-2-one. This limitation was
partially mitigated by the elevated experimental temperature,
consistent with the calculated high free energy barrier (+29.3
kcal mol™") necessary to reach the transition state, TS0.30,,,
that exhibits an aligned O3C101 arrangement (171°), with
the methoxide ready to be released into the solution (Fig. 10).
Subsequently, the ring forming the 30ome
intermediate (Fig. 11) is accompanied by a substantial free
energy gain of —23.0 kcal mol ™. In 300pe, the methoxide has
already been released (C1---O1 distance exceeding 4 A), and
the oxazolidin-2-one ring has formed with a weak interaction
between the nitrogen center of oxazolidin-2-one and the iron
metal (Fe-N1 distance of 2.37 A). The coordination of another
aziridine molecule to the metal, in ¢rans with respect to the
oxazolidin-2-one ring, enables the formation of the
octahedral complex 31opme (Fig. 11) with a free energy cost of
+8.5 kecal mol™". The coordination of aziridine results in a
significant weakening of the interaction between oxazolidin-
2-one and the iron complex (with an Fe-N1 distance as large
as 3.19 A) and the dissociation of oxazolidin-2-one 14 occurs
with a small free energy cost of +2.3 kcal mol™". Then, the
formation of intermediate 27ope, the actual catalyst for the
process, is ready for starting another catalytic cycle.

The formation of 14 from CO, and N-butyl-2-phenyl
aziridine, catalyzed by 27ome, is estimated to be exergonic by
-4.7 keal mol ™. A complete free energy profile of the catalytic
cycle is illustrated in Fig. 12.

The CO, activation by 3@CC was also computationally
investigated using a model catalyst, 3(NMe,),, which shows
two peripheral ammonium cations to simulate the
interaction between the iron complex and Colour Catcher®,
which contains positively charged NR;" groups used for the
anchorage of hematin. The computed reaction pathway,
detailed in the ESL} revealed similar energetic features with
only minor differences, none exceeding 6 kcal mol™.

closure

S

o1 03 C3 [ Y
ey o1 N1
13.19
N2/.2.17
300me 31ome

Fig. 11 Optimized structures of intermediates 30pome and 31ome. The
hydrogen atoms, except the carboxylic ones, were hidden for clarity.
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28OMe

Fig. 12 Free energy (kcal mol™) reaction pathway for the synthesis of
14 catalyzed by the 27ome complex.

Experimental

General methods, characterization and NMR spectra of
isolated compounds are reported in the ESL}

Synthesis of Fe(OMe)protoporphyrin IX (2)

1 (50.0 mg, 7.67 x 10~ mol) was suspended in MeOH (10.0
mL) and the mixture was refluxed for two hours. At the end
of the reaction, the solvent was evaporated to dryness to yield
a brown solid (44.0 mg, 90% yield). LR-MS (ESI}) m/z caled.
for (Cs3sH;5FeN,Os5): 647.20 found 646.27 [M-H]| and 632.28
[M-CH;]. IR (Nujol) » cm™: 846.6, 1086.7, 1278.6, 1653.2,
2359.9. UV-vis Amax (DCE)/nm (loge) 383 (5.72), 576 (4.79),
609 (4.79)

Synthesis of sodium salt of hematin (3)

1 (20.0 mg, 3.07 x 10> mol) was dissolved in NaOH 0.1 M
(30.0 mL) and the mixture was stirred for two hours at room
temperature. At the end of the reaction, the solvent was
removed under reduced pressure to yield a brown solid (18.0
mg, 94% yield). LR-MS (ESI) m/z calcd. for (Cs34H; FeN,Na,-
Os): 677.46 found 654.62 [M-Na] and 632.43 [M-2Na]. IR
(Nujol) v em™: 865.4, 1040.4, 1260.7, 1646.4, 2359.5, 3419.7.
UV-viS Amax (NaOH 0.1 M)/nm (loge) 381 (5.66), 510 (4.72),
539 (4.72), 640 (4.43).

Preparation of 3@CC

1 (65.0 mg, 1.00 x 10~ mol) was dissolved in 100.0 mL of
NaOH 0.1 M and the mixture was stirred at room
temperature until the complete dissolution of the starting
hemin. The obtained solution was then placed in a coded test
tube and 25 cm? of Colour Catcher® were immersed in the
solution. The sheet was left in the solution for 8 hours and to
prevent porphyrin degradation, the tube was wrapped with
aluminum kitchen foil. After this time, the sheet was
extracted and dried on a heated plate at 85 °C. Then, it was
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washed twice with NaOH 0.1 M and three times with distilled
water and dried at each step. No porphyrin leaching was
observed. After the last wash, the sheet was dried on the
heated plate and placed into a coded test tube and dried
under vacuum. The obtained 3@CC was weighed and store
wrapped in aluminum kitchen foil. The determination of the
amount of porphyrin anchored onto the Colour Catcher®
was performed by UV-vis spectroscopy by measuring the
concentration of the 3-containing solution before and after
the immersion of the sheet. Collected data allowed
estimating an average value of anchored 3 equal to 0.054 mg
em™>.

General procedure of the synthesis of cyclic carbonates

Method A: in a 2.0 mL glass liner equipped with a screw cap
and glass wool, 1 (12.0 mg, 1.84 x 10~ mol) and TBACI (10.0
mg, 3.68 x 107> mol) were dissolved in the desired epoxide
(2.63 x 107 mol). The vessel was transferred into a stainless-
steel autoclave and 0.6 MPa of CO, were charged at room
temperature. The autoclave was placed in a preheated oil
bath at 100 °C, stirred for 4 hours and then quenched in an
ice bath and slowly vented. The crude was diluted with DCM
and filtered on silica to remove the catalyst. The solvent was
evaporated to dryness and the residue was analyzed by 'H
NMR spectroscopy by using mesitylene as the internal
standard. Method B: method A was followed by using 2 (12.0
mg, 1.84 x 10> mol) as the catalyst. Method C: method A was
followed by using 3 (12.0 mg, 1.84 x 10~ mol) as the catalyst.

General procedure of the synthesis of N-alkyl oxazolidin-2-
ones

Method A: in a 2.0 mL glass liner equipped with a screw cap
and glass wool, 1 (6.5 mg, 1.0 x 10> mol) and the desired
aziridine (1.0 x 10~ mol) were dissolved in 0.6 mL of DCE.
The vessel was transferred into a stainless-steel autoclave and
1.2 MPa of CO, were charged at room temperature. The
autoclave was placed in a preheated oil bath at 125 °C, stirred
for 12 hours and then quenched in an ice bath and slowly
vented. The crude was diluted with DCM and filtered on
silica to remove the catalyst. The solvent was evaporated to
dryness and the crude was analyzed by "H NMR spectroscopy
by using mesitylene as the internal standard. Method B:
method A was followed by using 2 (6.5 mg, 1.0 x 10> mol) as
the catalyst. Method C: method A was followed by using 3 (6.9
mg, 1.0 x 10~ mol) as the catalyst. Method D: method A was
followed by using 11.5 cm® of 3@CC (0.1% mol of anchored
3, 1.0 x 107° mol) as the catalyst. At the end of the reaction
3@CC was filtered off and washed three times with DCE (3 x
1.0 mL). The organic phases were collected and dried under
vacuum. The obtained crude was analyzed by '"H NMR with
mesitylene as the internal standard.

Computational details

All the minima and transition states along the potential
energy surface were isolated at the B97D-DFT level of theory®

This journal is © The Royal Society of Chemistry 2024
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within the Gaussian 16 package.®* The Stuttgart-Dresden
pseudo-potential was used for the iron center® and the TZVP
basis set was adopted for all the other atomic species. All the
optimized structures were validated as minima or transition
states by the vibrational frequency calculations. All the
calculations employed the CPCM model®®®” for DCE, the
solvent that was experimentally used.

Conclusions

In conclusion, we have presented the catalytic use of
biological iron(m) protoporphyrin IX derivatives for
promoting CO, cycloaddition to three-membered rings under
both homogeneous and heterogeneous conditions. This
method aligns with the societal demand to transform waste,
such as CO,, into valuable chemicals by maintaining a low
ecological footprint. In addition, the 100% atom economical
process occurs without forming by-products with a resulting
reduction of costs related to product separation and
purification.

The synthesis of oxazolidin-2-ones is productive in the
absence of any co-catalyst. This not only enhances the
sustainability of the process, by reducing the necessity for
additional chemicals during the reaction, but also holds
significant value when the avoided reagent is a chlorinated
compound, such as TBACI.

The cost-effectiveness of the protocol is further enhanced
by the utilization of the heterogeneous catalyst 3@CC. This
catalyst not only shows an inherent low toxicity due to the
bio-characteristics of its constituents (hematin and cellulose-
based material), but also exhibits exceptional thermal and
chemical stability. These attributes enable the recovery and
reuse of the catalyst multiple times, greatly expanding the
applicability of the synthetic protocol.

In conclusion, the high availability, eco-compatibility, and
cost-effectiveness of the proposed synthetic procedure pave
the way for future scale-up and potential utilization on a
larger scale.
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