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Abstract: A latex of amphiphilic star polymer particles, functionalized in the hydrophobic
core with nixantphos and containing P(MAA-co-PEOMA) linear chains in the hydrophilic shell
(nixantphos-functionalized core-crosslinked micelles, or nixantphos@CCM), has been prepared in
a one-pot three-step convergent synthesis using reversible addition-fragmentation chain transfer
(RAFT) polymerization in water. The synthesis involves polymerization-induced self-assembly (PISA)
in the second step and chain crosslinking with di(ethylene glycol) dimethacrylate (DEGDMA) in
the final step. The core consists of a functionalized polystyrene, obtained by incorporation of a new
nixantphos-functionalized styrene monomer (nixantphos-styrene), which is limited to 1 mol%. The
nixantphos-styrene monomer was synthesized in one step by nucleophilic substitution of the chloride
of 4-chloromethylstyrene by deprotonated nixantphos in DMF at 60 ◦C, without interference of either
phosphine attack or self-induced styrene polymerization. The polymer particles, after loading with
the [Rh(acac)(CO)2] precatalyst to yield Rh-nixantphos@CCM, function as catalytic nanoreactors
under aqueous biphasic conditions for the hydroformylation of 1-octene to yield n-nonanal selectively,
with no significant amounts of the branched product 2-methyl-octanal.

Keywords: aqueous biphasic catalysis; hydroformylation; polymerization-induced self-assembly;
RAFT polymerization; rhodium; nixantphos; water-confined polymeric nanoreactors

1. Introduction

The hydroformylation of α-olefins, leading to a mixture of linear and branched aldehydes, is one of
the most important homogeneously catalyzed reactions implemented in industry [1–3]. While rhodium
affords better results in terms of activity and selectivity in favor of the desired linear products [4],
the hydroformylation of higher olefins is still based on the less selective cobalt technology, because
the much greater cost of the metal makes the process non-economical in the absence of an efficient
catalyst recovery and recycle protocol [5,6]. Rhodium-catalyzed homogeneous processes are currently
implemented only for the lighter olefins (i.e., propene, butene) because the aldehyde products are
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sufficiently volatile for recovery by distillation at relatively low temperatures, where the catalyst
does not degrade [7]. An alternative biphasic approach, making use of water-soluble phosphines
such as triphenylphosphine trisulfonate (TPPTS) to completely confine the rhodium catalyst in the
aqueous phase, has been implemented successfully in industry since the mid 1980’s [8,9]. However, this
methodology is also limited to the lightest α-olefins because of the need of sufficient water-solubility
to afford reasonable mass transport rates toward the catalytic phase [10].

The efficient extension of aqueous biphasic catalysis to hydroformylation of higher α-olefins
remains an outstanding challenge, despite several approaches having been proposed and studied.
These approaches are surveyed in several recent reviews [11–14], and include the addition
of modifiers or compatibilizers [15] such as cosolvents (mostly methanol, ethanol) [16–22],
amphiphilic/thermo-regulated ligands and cyclodextrins [23–25] to improve mass transport as well as
surfactants (cationic, anionic, double long chain cationic) to increase the interfacial area by emulsion
and microemulsion methods [26–37]. Other interesting approaches apply thermomorphic methods
with catalyst anchoring on lower critical solution temperature (LCST) polymers that become lipophilic
at high temperatures [38–45] and on micellar formation with catalyst anchoring on the hydrophobic
tail of surfactants [46–48]. Note that, in the literature, the term “micellar catalysts” is often used for the
“mini-emulsion approach” with dramatic increase of the interface area by swollen micelles [49–52].
However, the catalyst is confined in the aqueous phase and the catalytic process occurs within the
interface layer, whereas in what we are terming “micellar approach” the catalyst and the substrate are
both located in the hydrophobic environment of the micellar nanoreactors.

An advanced version of the micellar approach for aqueous biphasic hydroformylation has recently
been introduced in one of our groups [53–58]. It consists of replacing the ligand-functionalized
self-assembled micelles with unimolecular equivalents named core-cross-linked micelles (CCMs), see
Scheme 1. These objects were conveniently assembled in a one-pot three-step synthetic procedure by
reversible addition-fragmentation chain transfer (RAFT) polymerization implemented in water, using
the chain transfer agent 4-cyano-4-thiothiopropylsulfanyl pentanoic acid (CTPPA) and the monomers
shown in Scheme 1 [53]. The catalyst anchoring site is a triphenylphosphine (TPP), which was installed
within the hydrophobic nanoreactor core via the copolymerization of diphenylphosphinostyrene
(DPPS) and regular styrene during the second step of the synthesis. All the micellar chains were
cross-linked together at the core by di(ethylene glycol) dimethacrylate (DEGDMA) in the third step
of the synthesis, to yield the final nanoreactors, named TPP@CCM. The molecular [Rh(acac)2(CO)2]
precatalyst could be easily transported to the core of the nanoreactors where it coordinates to the
phosphine ligands and yields [Rh(acac)(CO)(TPP)]@CCM [53]. The resulting objects were then used in
aqueous biphasic hydroformylation of 1-octene to yield mostly linear (l) and branched (b) nonanals,
with a typical l/b ratio of 4–5 (plus a minor amount of isomerization to internal octenes) [53,54,56,58].
The active hydride catalyst was generated in situ from [Rh(acac)(CO)(TPP)]@CCM in the presence of
syngas under the hydroformylation conditions. High activities were obtained and the catalyst recovery
was facile by room temperature decantation, with subsequent recycles showing only a minor activity
decrease. Interestingly, a comparison between the core-crosslinked and the precursor non-crosslinked
micelles (self-assembled from the synthetic intermediate prior to the final cross-linking step) showed
only a slightly smaller activity [53], but at the same time a significantly smaller Rh leaching [57] for the
CCM nanoreactor. Other studies also revealed that leaching is strictly related to the polymer transfer
to the product phase and to Rh loss from the polymer [54].
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Scheme 1. Monomers used for the synthesis of triphenylphosphine-containing core-cross-linked
micelles, structure of the resulting polymer (TPP@CCM), and drawing of a schematic representation
of the polymer architecture. MAA = methacrylic acid; PEOMA = poly(ethylene oxide) methyl
ether methacrylate; St = styrene; DPPS = diphenylphosphinostyrene; DEGDMA = di(ethylene
glycol) dimethacrylate.

The synthetic modularity allows facile modification of the nanoreactor architecture, including the
incorporation of different ligands. This requires the availability of a polymerizable version of the desired
ligand. Indeed, an analogous nanoreactor incorporating a bis(4-methoxyphenyl)phenylphosphine,
BMOPPP@CCM, has already been synthesized and tested in 1-octene hydroformylation [55]. Bidentate
ligands, especially those with a large bite angle like xantphos [59], have been shown to yield
higher l/b ratios, which is of primary interest for practical applications. It was therefore decided to
develop a modified version of the above described functionalized CCM, incorporating a suitable
chelating ligand. For practical reasons related to the functionalized monomer synthesis, the
4,5-bis(diphenylphosphino)phenoxazine (nixantphos) ligand [60] was selected. This is an analogue of
xantphos [61] where N-H replaces the CMe2 group (see Scheme 2). The N-H function imparts
suitable reactivity to the molecule for ligand anchoring on various substrates. It has already
been exploited for direct immobilization on isocyanate-functionalized polystyrene [62] and for the
installment of other suitable functions leading to a covalent [63] or non-covalent [64] immobilization
on silica or alumina, or on dendritic supports [65]. Therefore, we have considered it suitable for the
introduction of a polymerizable styrene unit. We report here the synthesis of the new functionalized
monomer, N-(4-styrylmethyl)-4,5-bis(diphenylphosphino)phenoxazine that we shall abbreviate as
nixantphos-styrene (1, Scheme 2), the synthesis and characterization of the nixantphos@CCM
nanoreactors, and preliminary studies of their performance in the aqueous biphasic hydroformylation
of 1-octene.
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Scheme 2. Large bite-angle chelating diphosphines that give high l/b regioselectivity in the Rh-catalyzed
hydroformylation of α-olefins.

2. Materials and Methods

2.1. Materials

Unless otherwise stated, all operations were carried out under an atmosphere of prepurified
argon using standard Schlenk line techniques. The solvents were dehydrated by conventional
methods and distilled under argon or thoroughly degassed prior to use. Compounds
4,5-bis(diphenylphosphino)phenoxazine (nixantphos) (98%, Strem Chemicals, Newburyport, MA,
US), p-chloromethylstyrene (90% techn., Acros Organics, Geel, Belgium), 4,4′-azobis(4-cyanopentanoic
acid) (ACPA, >98%, Fluka), methacrylic acid (MAA, 99.5%, Acros Organics), poly(ethylene oxide)
methyl ether methacrylate (PEOMA, with an average of 20 ethylene oxide units, Mn = 950 g
moL-1, Sigma-Aldrich, St. Louis, MO, US), di(ethylene glycol) dimethacrylate (DEGDMA, 95%,
Sigma-Aldrich), 1,3,5-trioxane (>99%, Sigma-Aldrich), [Rh(acac)(CO)2] (99%, Alfa Aesar, Haverhill, MA,
US), 1-octene (98%, Sigma-Aldrich), n-nonanal (95%, Sigma-Aldrich), n-decanal (≥98%, Sigma-Aldrich),
n-dodecane (≥99%, Sigma-Aldrich) and decane (≥99%, Sigma-Aldrich) as external standard were
used as received unless otherwise stated. Styrene (99%, Acros Organics) was purified through
a column of active basic aluminum oxide to remove the stabilizer. The RAFT chain transfer
agent 4-cyano-4-thiothiopropylsulfanyl pentanoic acid (CTPPA) was synthesized as described
previously [66,67]. The hydroformylation reaction gases CO (99.97%), H2 (99.999%) and N2 (99.99%)
were obtained from Air Liquide, Denmark and used as received. A customized stainless steel
high-pressure autoclave (25 mL volume) equipped with manometer, thermoelement and pressure relief
valve was used for the hydroformylation reactions with heating provided by a temperature-controlled
aluminium block positioned on a magnetic stirrer.

2.2. Instrumentation

NMR: 1H NMR and 31P NMR measurements were performed in 5 mm diameter tubes in DMSO-d6

or THF-d8 solution at 25 ◦C using a Bruker Avance 300 spectrometer. The chemical shift scale was
calibrated on the basis of the solvent peak (δ = 2.50 ppm for DMSO; δ = 3.58 and 1.73 ppm for THF).
For the polymerization monitoring, the monomer consumption was measured by adding aliquots of
the polymerization medium directly dissolved in the NMR solvent in the presence of 1,3,5-trioxane as
an integration reference (δ = 5.20 ppm). For the CCM characterization, 1 mL of latex was dried under
vacuum until a white paste was obtained, then the latter was dispersed in the NMR solvent.

SEC: The size exclusion chromatographic analyses were carried out using a flow rate of 1 mL/min
on a system equipped in series with a Wyatt Technology Optilab rEX differential refractometer, a
Wyatt technology MiniDAWN multiangle static light scattering detector (MALS) and a VarianProstar
UV-Vis spectrometer. The samples were dried under vacuum and then dissolved in anhydrous THF at
concentrations of 5 mg/mL.

DLS: The intensity-average diameters of the latex particles (Dz) and the polydispersity index
(PDI) were measured at 25 ◦C on a Malvern Zetasizer NanoZS. After filtration through a 0.45 µm
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pore-size membrane of regenerated cellulose, deionized water or THF was used to dilute the latex
sample. Solutions were analyzed without further filtration to ensure that undesired populations were
not removed. Data were analyzed by the general-purpose non-negative least squares (NNLS) method.
The typical accuracy for these measurements was 10%–15%.

TEM: Diluted latex samples were dropped on a formvar/carbon-coated copper grid and dried in
air. The samples were examined with a JEM-1100 transmission electron microscope equipped with
a tungsten filament operating at 100 kV (Centre de MicroCaractérisation Raimond Castaing of the
University of Toulouse).

GC-MS: Conversion and product selectivity after hydroformylation reactions were determined by
GC-MS analysis of a 30 µL aliquot of the organic reaction phase diluted with 850 µL of ethyl acetate
and 120 µL of external standard. The GC-MS instrument was an Agilent 6850 GC system with a Varian
CP7502 capillary column including an Agilent 5975C VL MSD with triple-axis detector with helium as
carrier gas.

2.3. Synthesis of the Ligand-Functionalized Styrene Monomer

Synthesis of N-(4-styrylmethyl)-4,5-bis(diphenylphosphino)phenoxazine (1): To a solution of
bis(diphenylphosphino)phenoxazine (0.500 g, 0.907 mmol) in dimethylformamide (5 mL) was added a
solution of NaH (44 mg, 1.83 mmol) in dimethylformamide (5 mL). The resulting mixture was heated
at 70 ◦C for 1.5 h. After cooling to room temperature, 4-chloromethylstyrene (277 mg, 1.82 mmol)
was added, followed by heating at 60 ◦C for 18 h. After filtration, the solution was evaporated to
dryness under reduced pressure and the solid residue was washed by degassed cyclohexane and dried
under vacuum. The crude product was purified by column chromatography on silica gel, eluting
with dichloromethane, yielding the pure product as a white solid (460 mg, 76%). 1H NMR (CDCl3): δ
7.42 (2H, d, J = 8.2 Hz, styryl); δ 7.29 (2H, d, J = 8.2 Hz, styryl); 7.27–7.20 (20H, m, PPh2); 6.73 (1H,
dd, J = 17.6, 10.9 Hz, CH=CH2); 6.59 (2H, br t, J = 7.8 Hz, xanthene CHCHCH); 6.31 (2H, br d, J = 7.8
Hz; xanthene CHCHCH); 6.05 (2H, br d, J = 7.8 Hz, xanthene CHCHCH); 5.76 (1H, br d, J = 17.6 Hz:
CH2=CH); 5.26 (1H, br d, J = 10.9 Hz, CH2=CH); 4.80 (2H, s, N-CH2). 31P NMR (CDCl3): δ −19.0. 13C
NMR (CDCl3): δ 147.42 (virtual t, J = 20.9 Hz, xanthene C-P or C-O); 136.86 (virtual t, J = 12.3 Hz,
i-PPh2); 136.70 (i-styryl); 136.30 (vinyl CH); 135.63 (i’-styryl); 133.88 (virtual t, J = 20.8 Hz, o-PPh2);
133.71 (virtual t, J = 24.0 Hz, xanthene C-N); 128.24 (p-PPh2); 128.14 (vitual t, J = 6.9 Hz, m-PPh2);
126.78 (styryl CH); 126.29 (styryl CH); 125.62 (xanthene CH); 124.76 (virtual t, J = 19.1 Hz, xanthene
C-O or C-P); 123.76 (xanthene CH); 113.91 (vinyl CH2); 112.76 (xanthene CH); 49.72 (N-CH2). NB: For
the virtual triplets, the JPC values are determined as the chemical shift difference between the two
external resonances.

Phosphorus protection in 4,5-bis(diphenylphosphino)phenoxazine. Synthesis of 4,5-bis(thiodiph
enylphosphino)phenoxazine (2): 4,5-bis(diphenylphosphino)phenoxazine (0.100 g, 0.181 mmol) and
elemental sulfur (29 mg, 0.9 mmol) were dissolved in degassed 1,2-dichloroethane (2 mL) and the
resulting solution was heated at 83 ◦C overnight. After filtration, the solution was evaporated and
the residue was purified by column chromatography on silica gel, eluting first with pentane and then
with dichloromethane. The product was recovered as a white solid (100 mg, 90%). 1H NMR (CDCl3):
δ 7.66–7.38 (20H, m, PPh2); 6.48 (2H, t, J = 6.5 Hz, xanthene CHCHCH); 6.37 (2H, d, J = 7.6 Hz, xanthene
CHCHCH); 5.86 (2H, m, xanthene CHCHCH); 2.29 (1H, s, NH). 31P NMR (CDCl3): δ 41.5.

2.4. Synthesis of the Nixantphos@CCM Latex

This procedure closely follows the one previously reported for the preparation of TPP@CCM [53].
First step: R0-(MAA0.5-co-PEOMA0.5)28-SC(S)SPr (macroRAFT-1): In a Schenk tube was prepared

a stock solution of ACPA (100 mg) and NaHCO3 (100 mg) in 1 mL of deionized water. 400 µL of this
solution (40 mg of ACPA, 0.143 mmol), CTPPA (211 mg, 0.762 mmol), MAA (953 mg, 11.1 mmol),
PEOMA (10.36 g, 10.9 mmol) and 44.1 g of deionized water were introduced in the reaction flask.
1,3,5-Trioxane was added to the mixture as internal reference for the determination of the monomer
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conversion by 1H NMR. The total mass and total volume were 55.7 g and 54.8 mL. The flask was
closed with a rubber septum and then purged with an argon flow for 45 min. It was then heated with
magnetic stirring for 2 h at 80 ◦C. The monomer conversion (1H NMR in DMSO-d6) was 98%, yielding
a theoretical polymer mass of 11.3 g (Mn,th = 14,800 g mol−1). Mn (SEC in THF) = 12100 g moL−1;
Ð = 1.18.

Second step: R0-(MAA0.5-co-PEOMA0.5)28-b-St56-SC(S)SPr (macroRAFT-2): A portion of the
solution obtained from the first step (5.3 mL, 1.096 g of macroRAFT agent, 0.074 mmol), after dilution
with 0.7 mL of deionized water and degassing with an argon purge, was treated with styrene (432 mg,
4.15 mmol, 56.0 equiv. per macroRAFT) and with a portion of the ACPA stock solution (41 µL, 4.1 mg
of ACPA, 0.015 mmol). The total mass and total volume were 6.53 g and 6.52 mL. The flask was heated
for 3 h at 80 ◦C, yielding complete conversion and a white translucent final suspension. Theoretical
mass = 1.528 g; Mn,th = 20,600 g mol−1.

Third step: R0-(MAA0.5-co-PEOMA0.5)28-b-St56-b-(St0.991-co-10.009)274-SC(S)SPr (nixantphos@M):
The suspension resulting from the second step was diluted with 7 g of deionized water and degassed
by an argon purge, while a solution of nixantphos (122.0 mg, 0.183 mmol, 2.47 equiv. per macroRAFT
agent) in styrene (2.10 g, 20.15 mmol, 271.9 equiv. per macroRAFT agent) was prepared in a separate
flask. The two mixtures were combined and a portion of the ACPA stock solution (41 µL, 4.1 mg of
ACPA, 0.015 mmol) was added. The total mass and total volume were 15.79 g and 15.88 mL. The
mixture was heated for 3 h at 80 ◦C, yielding complete conversion and a white opaque colloidal
suspension. Theoretical mass = 3.75 g; Mn,th = 50,600 g mol−1.

Fourth step: Core cross-linking to produce R0-(MAA0.5-co-PEOMA0.5)28-b-St56-b-(St0.991-co-10.009)274

-b-(St0.89-co-DEGDMA0.11)105-SC(S)SPr (nixantphos@CCM): The suspension resulting from the third
step was further diluted with 10 g of deionized water and degassed by an argon purge, while a mixture
of DEGDMA (220 mg, 0.908 mmol, 12.3 equiv. per macroRAFT agent) and styrene (730 mg, 7.00 mmol,
94.5 equiv. per macroRAFT agent) was prepared in a separate flask. The two mixtures were combined
and a portion of the ACPA stock solution (50 µL, 5.0 mg of ACPA, 0.018 mmol) was added. The total
mass and total volume were 26.75 g and 26.94 mL. The mixture was heated for 1.5 h at 80 ◦C, leading
to a 98% monomer conversion. DLS of the final polymer in water: Dz = 33 nm; PDI = 0.26.

2.5. Hydroformylation Catalysis

Rh-nixantphos@CCM catalyst preparation: Catalyst solutions were prepared by transferring
nixantphos@CCM (0.225 mL) and deionized, degassed water (1.6 mL) into a 10 mL Schlenk flask
followed by stirring for 15 min. Then organic solvent (0.15 mL) was added followed by stirring
for another 5 min, before Rh precursor solution (0.150 mL containing 1.1 mg of [Rh(acac)(CO)2]
per mL of solvent) were added and the mixture stirred for additionally 5 min. The fresh catalyst
solution was stored under inert gas until transferred to the high-pressure reactor for performing the
hydroformylation experiments.

Hydroformylation of 1-octene: The hydroformylation reactions were performed in a 25 mL
high-pressure batch reactor. The reactor was initially purged with N2 gas where after a desired amount
of the prepared Rh-nixantphos@CCM catalyst solution (see above), organic solvent (2.45 mL) and
1-octene (0.565 mL) were transferred to the reactor consecutively by cannula. The reactor was then
purged with syngas mixture (1:1 mixture of CO and H2), pressurized to a set-pressure and heated to a
selected set-temperature, where after the reaction was performed for a desired reaction time under
magnetic stirring (800 rpm). After reaction, the reactor was cooled to room temperature, depressurized
and the reaction mixture transferred to a separation funnel in order to separate the aqueous phase
containing the Rh-catalysts and the organic phase containing the products. Conversions and reaction
selectivities were calculated by means of GC-MS analysis of aliquots of the organic phase.

Catalyst recycling tests: The separated aqueous phase containing the Rh-nixantphos@CCM
catalyst was extracted (3 × 1.5 mL) with the organic solvent employed as reaction media, and placed in
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the high-pressure reactor together with additional organic solvent (2.6 mL) and 1-octene (0.565 mL).
Here after the same catalytic procedure as described above was followed.

3. Results and Discussion

3.1. Synthesis of the Ligand-Functionalized Monomer, 1

The synthesis of the target ligand is in principle not straightforward. The obvious strategy is
a nucleophilic substitution at the benzylic carbon of 4-chloromethylstyrene by the nixantphos N-H
function. However, there are two potential competing processes: A self-initiated polymerization,
particularly because the nucleophilic substitution reaction requires high temperature conditions,
and the possible nucleophilic attack by the phosphorous atom. Initially, in order to avoid the latter
phenomenon, we have proceeded to protect the phosphine functions by conversion to thiophosphines
with elemental sulfur. This procedure has the added advantage of rendering the system air stable
(nixantphos is a quite air sensitive molecule), thereby simplifying the compound purification procedure
and handling operations. The oxidation reaction was actually less facile than expected with a reflux
in dichloromethane for 24 h resulting only in partial conversion, but could eventually be rendered
quantitative by heating overnight in dichloroethane at 83 ◦C to obtain the desired sulfur-protected
nixantphos 2 (Scheme 3). However, all subsequent attempts to couple 2 and 4-chloromethylstyrene
have not afforded the desired alkylation product. Even in the presence of nBu4NI, which generates
the more reactive 4-iodomethylstyrene in situ, there was no conversion after 3 days in ethanol at
room temperature. It is likely that the electronic delocalization of the nixantphos nitrogen-lone pair
into the xanthene skeleton makes the N-H function insufficiently nucleophilic to attack the benzylic
CH2Cl function.
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We have then proceeded to exalt the N-atom nucleophilicity by deprotonation. In that case, the
phosphine protection becomes superfluous because the anionic amide is a better nucleophile than
the neutral phosphine. Indeed, the target monomer could be synthesized in 76% isolated yields by
deprotonation with NaH in DMF and subsequent reaction with 4-chloromethylstyrene at 60 ◦C for
18 h. The excess NaH could be eliminated by filtration, while the excess 4-chloromethylstyrene was
removed by washings with degassed cyclohexane. No polymerization or competing attack by the
phosphine groups could be evidenced. The product was characterized by 31P, 1H and 13C NMR in
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CDCl3 and the assignments were aided by COSY, 13C{1H,31P}, 1H-13C{31P} HMQC and 1H-13C{31P}
HMBC spectra (see Supporting Information, Figures S1–S5). The 31P NMR spectrum shows the free
phosphine resonance at −19.0 ppm and the absence of any other resonance, attributable for instance
to phosphorus oxidation (Figure S1). The 1H NMR spectrum (Figure 1) clearly shows the styryl
aromatic protons as mutually coupled doublets at 7.42 and 7.29 ppm, as confirmed by the COSY
spectrum (Figure S2). The PPh2 aromatic resonances are clustered in the 7.27–7.20 ppm region and the
xanthene skeleton protons as observed as a set of three resonances (see COSY in Figure S2): a triplet
at 6.59 ppm for the central proton (f) and two doublets at 6.31 and 6.05 ppm for the lateral ones (f’
and f”, 3JHH = 7.8 Hz). Finally, the NCH2 protons (e) yield a singlet at 4.8 ppm. The characteristic
resonances of the vinyl function are also visible, though the geminal coupling between the signals at
5.76 and 5.26 ppm is too weak and thus these signals are observed as doublets (J = 17.6 and 10.9 Hz,
respectively), whereas the =CH- proton (b) is visible as a doublet of doublets at 6.73 ppm.Polymers 2020, 12, x FOR PEER REVIEW 8 of 18 
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Figure 1. 1H NMR of compound 1 in CDCl3. The starred resonance belongs to residual CH2Cl2.

The 13C{1H} spectrum is shown in Figure 2. All H-bearing carbon atoms (the vinyl atoms 6 and
7, the styryl atoms 1, 3 and 4, and the nixantphos atoms 9, 10 and 11) could clearly be assigned on
the basis of the HMQC spectrum (Figure S4). The H atoms a and a’ can be differentiated because
only a shows a long-range correlation with the carbon atom 1 in the HMBC spectrum (Figure S5). On
this basis, we can attribute the styryl ipso C atoms 2 and 5 because atom 2 is correlated only to a and
atom 5 only to a’. In addition, atom 5 also exhibits long-range correlations with protons b and c. The
distinction between atoms 3 and 4 is based on the long-range correlations exhibited in the HMBC
spectrum with the H atoms e for atom 3 and b for atom 4. Conversely, the H atoms f’ and f” are not
unambiguously distinguishable from the HMBC long-range correlations. Atoms 9, 10 and 11 do not
show visible coupling to the P nucleus. The P-Ph C atoms were easily assigned on the basis of their
relatively high intensity and characteristic chemical shifts and JCP (ipso: δ 136.86, JCP = 12.3 Hz; ortho:
δ 133.88, JCP = 20.8 Hz; meta: δ 128.14, JCP = 6.9 Hz; para: δ 128.25, JCP = 0) in comparison with the
literature [68]. Interestingly, all the P-coupled resonances are observed as virtual triplets because of a
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strong P-P coupling (cf. the 13C{1H} and the 13C{1H,31P} patterns of the relevant expanded regions
in Figure S3). The three residual unsubstituted C atoms (labelled 8, 12 and 13) all show couplings
as virtual triplets to the P atom at δ 147.42 (JCP = 20.9 Hz), δ 133.71 (JCP = 24.0 Hz) and δ 124.76
(JCP = 19.1 Hz). Atom 8 is attributed on the basis of the long-range correlation with the H atom e,
where atoms 12 and 13 cannot be clearly distinguished.Polymers 2020, 12, x FOR PEER REVIEW 9 of 18 
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Figure 2. 13C{1H} NMR of compound 1 in CDCl3.

3.2. Synthesis and Characterization of the Nanoreactors Nixantphos@CCM

The polymer synthesis made use of the RAFT method [69–73], which is a powerful technique
based on degenerative radical exchange to implement what is known as “reversible deactivation radical
polymerization” (RDRP) [74]. In addition, carrying out the synthesis in water allows implementation
of the “polymerization-induced self-assembly” (PISA) principle [75–77]. The synthesis followed rather
closely those previously reported for TPP@CCM and BMOPPP@CCM, except for the differences
pointed out below. In the first step (see Scheme 4), the water-soluble chain transfer agent CTPPA
(R0SC(S)SPr), in the presence of ACPA as an initiator and a 1:1 mixture of MAA and PEOMA (15
equivalents of each monomer, 30 in total, per CTPPA), yielded the product macroRAFT-1, consisting
of water-soluble chains of average formula R0-(MAA0.5-co-PEOMA0.5)28-SC(S)SPr. In the previously
reported TPP@CCM and BMOPPP@CCM syntheses [53,55], this macroRAFT intermediate was directly
chain-extended with the mixture of styrene and the ligand-functionalized styrene monomer. Attempts
to do the same in this case, however, even at the low 1% concentrations of monomer 1 in styrene
that eventually led to the successful synthesis, induced the precipitation of 1 and the formation of an
ill-defined product. This is presumably the consequence of the limited solubility of 1 in styrene and
of the preferential incorporation of the latter monomer in the initial phases of the chain extension.
To alleviate this problem, the synthetic procedure incorporated an additional step consisting of a
chain extension with a short polystyrene block (56 monomer units on average, step 2 of Scheme 4)
to yield the macroRAFT-2 intermediate, where the amphiphilic diblock copolymer chains have the
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average composition R0-(MAA0.5-co-PEOMA0.5)28-b-St56-SC(S)SPr. The hydrophobic block length in
this intermediate is sufficient to induce PISA and generate micelles.
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In step 3, copolymerization of styrene and 1 (99.1:0.9 molar ratio) eventually led to successful
chain extension and generation of the ligand functionalized micelles, nixantphos@M, with the average
composition R0-(MAA0.5-co-PEOMA0.5)28-b-St56-b-(St0.991-10.009)274-SC(S)SPr for the individual chains.
As already mentioned above, the success of this step (full incorporation of 1) is limited by the solubility
of 1 in the styrene monomer. Indeed, the procedure requires that all co-monomers are located in
the same liquid phase, compatible with the growing hydrophobic micellar core. In the previous
synthesis of TPP@CCM, it was possible to incorporate the ligand-functionalized monomer (DPPS)
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up to 25 mol% relative to styrene within the hydrophobic block [78], whereas the incorporation of
bis(4-methoxyphenyl)phosphinostyrene was limited to 5 mol% [55]. Finally, step 4 was carried out, as
in the previously reported syntheses [53,55], with DEGDMA as a cross-linker, used in combination
with styrene (DEGDMA:St = 11:89), to yield the final product nixantphos@CCM. The large amount of
styrene in this step is necessary to avoid macrogelation as already detailed in our previous work [53].

The DLS and TEM characterization confirmed that nixantphos@CCM consists of individual
particles of spherical morphology and narrow size polydispersity, see Figure 3. Notably, the DLS
measurement of the pristine latex shows a narrow size distribution with average diameter Dz = 33 nm
(PDI = 0.26), whereas the dried polymer redispersed in THF shows Dz = 68 nm (PDI = 0.20), indicating
a large swelling capacity for these particles. The size difference is related to the core swelling by THF.
The average volume increases by a factor of 8.8, which compares with factors of 10.9 for TPP@CCM (Dz

increase from 79 to 175 nm) [53] and 17.7 for BMOPPP@CCM (Dz increase from 81 to 207 nm) [55] for the
same swelling procedure. For the previously reported TPP@CCM and BMOPPP@CCM nanoreactors,
the controlled nature of the polymerization of both the hydrophilic and hydrophobic monomers and
the efficiency of the reactivity switching between the two blocks was investigated in detail [53,55].
The change of functionalized comonomer to nixantphos-styrene in the polystyrene block, especially
at the small 1% level, is not expected to negatively affect the polymerization controllability, which is
confirmed by the size and size dispersity of the final product as shown in Figure 3.
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Figure 3. Characterization of the nixantphos@CCM particle size and morphology: DLS of dispersions
in water and THF (A) and TEM image (B).

The 31P NMR spectrum confirms the presence of nixantphos (broad resonance at δ −20.0 in THF-d8,
or at δ −19.0 in D2O after swelling with toluene; cf. sharp resonance at δ −19.24 for the monomer),
see Figure 4. Most notably, the 31P NMR spectrum also indicates that the nixantphos ligand was not
oxidized during the synthetic procedure (absence of a low-field resonance in the typical phosphine
oxide region).
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trace) swelling with toluene.
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The 1H NMR characterization also provides information on the swelling process. In D2O, only the
hydrophilic shell (PEO protons of the PEOMA monomer) is visible. The resonances of the protons in
the unsolvated core are too broad because of the long correlation time (slow tumbling in the medium)
and are not observed, like the 31P resonance of nixantphos. The core signals become, on the other hand,
observable by either recording the spectrum in THF-d8 (Figure S8) or in D2O after core swelling by a
good solvent for polystyrene, such as toluene (Figure S9) or dichloromethane, as previously shown
for similar polymers incorporating other ligands [53,55,78]. The nixantphos ligand is not present
in sufficient quantities to observe its distinct resonances in the 1H NMR spectrum, its resonances
being masked by those of the dominant styrene units. Measurement of the toluene-swollen and
equilibrated sample in D2O allows estimation of the toluene amount located inside the hydrophobic
core by integration of the toluene resonances relative to those of the PEO protons. This gives a
range of 730–810 toluene molecules per chain, depending on whether the calculation is based on the
methyl or aromatic proton integration. The large uncertainty is caused by overlap of the toluene and
polystyrene resonances. This range is similar to those found previously for the other related particles.
The PEO resonances in the 1H NMR spectrum of the toluene-swollen sample in D2O reveal a core-shell
interface structuring. The same phenomenon was previously observed and analyzed in detail for
TPP@CCM [78], with a partitioning of the PEO chains between the water phase and the particle core
(see the spectral deconvolution in Figure S10 and related discussion in the SI).

3.3. Biphasic Hydroformylation of 1-Octene

The influence of various reaction parameters, i.e., solvent, metal-loading, reaction time and
pressure was examined for 1-octene hydroformylation using the prepared Rh-nixantphos@CCM
catalyst and the results are compiled in Table 1. A preliminary temperature screening confirmed
90 ◦C to be a suitable reaction temperature, whereas 120 ◦C resulted in decomposition of the catalyst.
Noteworthy, in all reactions essentially only the linear aldehyde n-nonanal, and not the branched product
2-methyl-octanal, was observed as hydroformylation product, confirming a very high regioselectivity
of the catalyst to the linear product (estimated to ≥98.5%, i.e., l:b ratio ≥65). This regioselectivity
was nearly the same as the 98.6% n-nonanal (l:b ratio 69) obtained for the homogeneous 1-octene
hydroformylation in toluene with the Rh-nixantphos catalyst under similar reaction conditions (80 ◦C,
20 bar 1:1 CO/H2, P/Rh ratio 5) [60]. Moreover, it was slightly higher than for the reaction with 1-octene
(neat or dissolved in CH2Cl2) using silica- or dentritic polyglycerol polymer-supported Rh-nixantphos
catalysts, where l:b ratios of typically 30 (depending on the immobilization procedure and the support
linkage spacer) were obtained even with a higher amount of ligand (P/Rh ratio 10) promoting the
n-aldehyde formation [63–65].

Table 1. Hydroformylation of 1-octene using Rh-nixantphos@CCM catalyst a.

Entry Solvent
Rh

Loading b

(mol%)

P/Rh
Ratio

(mol/mol)

Time
(h)

Pressure
(bar)

Yield
n-nonanal c

(%)
Isomers d

1 decanal 0.18 4 3 20 7 yes
2 heptanal 0.18 4 3 20 5 yes
3 dodecane 0.18 4 3 20 0 no
4 decanal 0.36 2 3 20 12 yes
5 dodecane 0.36 2 20 20 13 traces
6 dodecane 0.36 2 72 20 14 yes
7 dodecane 0.36 2 20 30 28 traces

8 e dodecane 0.36 2 20 20 <1 traces
a Reaction conditions: 90 ◦C, CO/H2 mixture (1:1), organic phase/aqueous phase (2:1 v/v). b Rh loading relative to
substrate. c Calculated by means of GC-MS, d Isomerization products of 1-octene at the studied reaction conditions;
e Recycling test of entry 5.
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Decanal, heptanal and dodecane were examined as potential organic solvents that would make a
biphasic system after reaction, thus allowing facile separation of the Rh-nixantphos@CCM catalyst
from the reaction products as well as re-use. Other organic solvents such as, e.g., toluene, 1-octanol
and ethyl acetate proved unsuited for this purpose. As shown in Table 1, the highest yield of n-nonanal
(7%) was obtained after 3 h of reaction with 0.18 mol% Rh catalyst loading at 90 ◦C and 20 bar pressure
using decanal as solvent (entry 1). With heptanal as solvent, an aldehyde yield of 5% was obtained
(entry 2), whereas no 1-octene conversion and aldehyde formation was observed in dodecane (entry 3)
under similar reaction conditions. After reaction both the decanal and heptanal phases were slightly
yellow colored, presumably due to Rh-catalyst leaching into the organic phase, and a relatively large
amount of isomerization products were observed (mostly 2-octene and 3-octene). Furthermore, the
phase separation was not as distinctive as in the reaction with dodecane, due to the partial catalyst
solubility in both the organic and the aqueous phase. On the other hand, with dodecane as solvent
(even though no conversion occurred) the organic phase remained colorless, the separation of the two
phases was more facile than the other two tested solvents and no isomerization products formed.

The influence of increased Rh catalyst loading (0.36 mol%) at 90 ◦C and 20 bar total pressure was
initially examined with decanal as organic solvent and resulted—as expected—in a higher yield of 12%
of n-nonanal (entry 4). However, the use of this solvent remained hampered by Rh leaching, difficult
phase separation and formation of 1-octene isomerization products. In contrast, n-nonanal formed
in nearly the same yield (13%) at 90 ◦C and 20 bar total pressure with dodecane as solvent with no
detectable isomerization products with the increased Rh catalyst loading at prolonged reaction time of
20 h (entry 5), thus clearly making dodecane the preferred solvent. Further prolongation of the reaction
time from 20 to 72 h at 20 bar pressure did not increase the n-nonanal yield (14%), but resulted instead
in significantly increased formation of isomerization products (entry 6). Oppositely, increase of the
reaction pressure from 20 to 30 bar with a reaction time of 20 h improved the yield of n-nonanal to 28%
(entry 7) without promoting formation of the undesired isomerization products, thus making these
conditions optimal towards aldehyde formation.

As mentioned in the introduction, a detailed comparison of activity and Rh leaching in 1-octene
hydroformylation was carried out for the related TPP@CCM nanoreactors, which have an identical
polymer structure except for the substitution of TPP with nixantphos, and the corresponding
non-crosslinked micelles. It was also established that both activity and leaching are related
to the polymer architecture (mass transport, high-temperature lipophilicity) and not to the Rh
coordination [53,54,57]. Furthermore, the nanoreactors recyclability and their stability in terms of size
and polydispersity upon prolonged heating under the catalysis conditions were also detailed in those
studies. These characteristics are not expected to change upon substitution of the core ligand and these
tests were therefore not repeated for the current nanoreactor. However, an attempt of recovery and
reuse of the catalyst was done in a recycling experiment performed at 20 bar pressure for 20 h, but only
minor aldehyde formation (<1%) was found during analysis, probably due to oxidation of the catalyst
during the recycling manipulations (entry 8). Hence, future work focusing on improving the recycling
procedure is required to evaluate the potential for recyclability of the polymeric catalyst system.

4. Conclusions

This work extends the family of ligand-functionalized core-crosslinked micelles, previously
developed in one of our laboratories, to include the nixantphos ligand. For this purpose, a
nixantphos-functionalized styrene has been developed and incorporated as a co-monomer in the
CCM synthesis, although the molar amount of nixantphos-styrene in the polystyrene core was limited
to 1% for solubility reasons. The application of the nixantphos@CCM polymer as nanoreactor to
the aqueous biphasic hydroformylation of 1-octene produced, as expected, n-nonanal with excellent
regioselectivity, but only with a moderate activity, which may be attributed to mass transport limitation.
The performance may be improved in further work by modification of the CCMs core and/or shell. The



Polymers 2020, 12, 1107 14 of 18

nixantphos-styrene monomer described here may also be incorporated into other kinds of polymeric
or hybrid supports for catalytic applications under a wide variety of experimental conditions.
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(above) NMR spectra of 1 in CDCl3 for selected expanded regions of the spectrum, Figure S5: 1H-13C HMBC of
compound 1 in CDCl3, Figure S6: 1H NMR of compound 2 in CDCl3, Figure S7: 31P{1H} NMR of compound
2 in CDCl3, Figure S8: 1H NMR spectrum of nixantphos@CCM in THF-d8, Figure S9: 1H NMR spectrum of
nixantphos@CCM in D2O before and after toluene swelling, Figure S10: Deconvolution of the 1H NMR CH2
proton resonance.

Author Contributions: Conceptualization, R.P. and E.M.; formal analysis, E.M. (synthesis) and E.J.G.-S. (catalysis);
investigation, A.J. (synthesis) and J.H. (catalysis); resources, A.R. (catalysis); data Curation, E.M. (synthesis),
E.J.G.-S. and A.R. (catalysis); Writing–Original Draft Preparation, R.P. and A.R.; Writing–Review and Editing,
E.M.; Supervision, E.M., F.G. and E.J.G.-S.; Project Administration, R.P. and E.M.; Funding Acquisition, E.M. All
authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by European Union’s Horizon 2020 research and innovation programme
under the Marie Skłodowska-Curie grant agreement No 860322 for the ITN-EJD “Coordination Chemistry Inspires
Molecular Catalysis” (CCIMC), and by the Agence Nationale de la Recherche grant number ANR-11-BS07-025-01
(BIPHASNANOCAT).

Acknowledgments: A.J. thanks the City Council of Houmine El Fawka (Lebanon) for a PhD fellowship. Additional
support from the “Centre National de la Recherche Scientifique” (CNRS), the “Institut Universitaire de France”
(IUF) and from the Department of Chemistry, Technical University of Denmark as well as help from Anton Cunillera
Martin at DTU and Sandrine Vincendeau at LCC with the GC and GC-MS analyses is also gratefully acknowledged.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1. Cornils, B.; Herrmann, W.A. Applied Homogeneous Catalysis with Organometallic Compounds: A Comprehensive
Handbook, 2nd ed.; Wiley-VCH: Weinheim, Germany, 2002.

2. Cornils, B.; Herrmann, W.A. Concepts in homogeneous catalysis: The industrial view. J. Catal. 2003, 216,
23–31. [CrossRef]

3. Wiese, K.-D.; Obst, D. Hydroformylation. In Catalytic Carbonylation Reactions; Beller, M., Ed.; Springer: Berlin,
Germany, 2006; pp. 1–33.

4. Van Leeuwen, P.W.N.M.; Claver, C. (Eds.) Rhodium Catalyzed Hydroformylation; Wiley: Hoboken, NJ, USA,
2005; Volume 22, pp. 231–269.

5. Tudor, R.; Ashley, M. Enhancement of Industrial Hydroformylation Processes by the Adoption of
Rhodium-Based Catalyst: Part II. Platin. Met. Rev. 2007, 51, 164–171. [CrossRef]

6. Tudor, R.; Ashley, M. Enhancement of Industrial Hydroformylation Processes by the Adoption of
Rhodium-Based Catalyst: Part I. Platin. Met. Rev. 2007, 51, 116–126. [CrossRef]

7. Franke, R.; Selent, D.; Börner, A. Applied Hydroformylation. Chem. Rev. 2012, 112, 5675–5732. [CrossRef]
[PubMed]

8. Cornils, B.; Kuntz, E.G. Introducing TPPTS and related ligands for industrial biphasic processes. J. Organomet.
Chem. 1995, 502, 177–186. [CrossRef]

9. Bohnen, H.-W.; Cornils, B. Hydroformylation of alkenes: An industrial view of the status and importance.
In Advances in Catalysis; Elsevier: Amsterdam, The Netherlands, 2002; Volume 47, pp. 1–64. [CrossRef]

10. Cornils, B.; Herrmann, W.A. Aqueous-Phase Organometallic Catalysis. Chem. Ing. Tech. 1999, 71, 168–169.
[CrossRef]

11. De, C.; Saha, R.; Ghosh, S.K.; Ghosh, A.; Mukherjee, K.; Bhattacharyya, S.S.; Saha, B. A review of biphasic
hydroformylation for long chain substrates. In Research on Chemical Intermediates; Springer: Berlin/Heidelberg,
Germany, 2012; Volume 39, pp. 3463–3474. [CrossRef]

12. Sharma, S.K.; Jasra, R.V. Aqueous phase catalytic hydroformylation reactions of alkenes. Catal. Today 2015,
247, 70–81. [CrossRef]

http://www.mdpi.com/2073-4360/12/5/1107/s1
http://dx.doi.org/10.1016/S0021-9517(02)00128-8
http://dx.doi.org/10.1595/147106707X238211
http://dx.doi.org/10.1595/147106707X216855
http://dx.doi.org/10.1021/cr3001803
http://www.ncbi.nlm.nih.gov/pubmed/22937803
http://dx.doi.org/10.1016/0022-328X(95)05820-F
http://dx.doi.org/10.1016/s0360-0564(02)47005-8
http://dx.doi.org/10.1002/cite.330710132
http://dx.doi.org/10.1007/s11164-012-0891-4
http://dx.doi.org/10.1016/j.cattod.2014.07.059


Polymers 2020, 12, 1107 15 of 18

13. Börner, A.; Franke, R. Hydroformylation: Fundamentals, Processes, and Applications in Organic Synthesis;
Wiley-VCH: Weinheim, Germany, 2016.

14. Matsinha, L.C.; Siangwata, S.; Smith, G.S.; Makhubela, B.C.E. Aqueous biphasic hydroformylation of olefins:
From classical phosphine-containing systems to emerging strategies based on water-soluble nonphosphine
ligands. Catal. Rev. 2018, 61, 111–133. [CrossRef]

15. Obrecht, L.; Kamer, P.C.J.; Laan, W. Alternative approaches for the aqueous–organic biphasic
hydroformylation of higher alkenes. Catal. Sci. Technol. 2013, 3, 541–551. [CrossRef]

16. Purwanto, P.; Delmas, H. Gas-liquid-liquid reaction engineering: Hydroformylation of 1-octene using a
water soluble rhodium complex catalyst. Catal. Today 1995, 24, 135–140. [CrossRef]

17. Purwanto; Deshpande, R.M.; Chaudhari, R.V.; Delmas, H. Solubility of Hydrogen, Carbon Monoxide, and
1-Octene in Various Solvents and Solvent Mixtures. J. Chem. Eng. Data 1996, 41, 1414–1417. [CrossRef]

18. Deshpande, R.M.; Purwanto; Delmas, H.; Chaudhari, R.V. Kinetics of Hydroformylation of 1-Octene Using
[Rh(COD)Cl]2−TPPTS Complex Catalyst in a Two-Phase System in the Presence of a Cosolvent. Ind. Eng.
Chem. Res. 1996, 35, 3927–3933. [CrossRef]

19. Deshpande, R. Effect of pH on rate and selectivity behavior in biphasic hydroformylation of 1-octene. J. Mol.
Catal. A: Chem. 1997, 126, 133–140. [CrossRef]

20. Lekhal, A.; Chaudhari, R.; Wilhelm, A.; Delmas, H. Mass transfer effects on hydroformylation catalyzed by a
water soluble complex. Catal. Today 1999, 48, 265–272. [CrossRef]

21. Dabbawala, A.A.; Parmar, J.N.; Jasra, R.V.; Bajaj, H.; Monflier, E. Cobalt catalyzed hydroformylation of higher
olefins in the presence of chemically modified cyclodextrins. Catal. Commun. 2009, 10, 1808–1812. [CrossRef]

22. Legrand, F.X.; Hapiot, F.; Tilloy, S.; Guerriero, A.; Peruzzini, M.; Gonsalvi, L.; Monflier, E. Aqueous
rhodium-catalyzed hydroformylation of 1-decene in the presence of randomly methylated beta-cyclodextrin
and 1,3,5-triaza-7-phosphaadamantane derivatives. Appl. Catal. A 2009, 362, 62–66. [CrossRef]

23. Leclercq, L.; Hapiot, F.; Tilloy, S.; Ramkisoensing, K.; Reek, J.N.H.; Van Leeuwen, P.W.N.M.; Monflier, E.
Sulfonated Xantphos Ligand and Methylated Cyclodextrin: A Winning Combination for Rhodium-Catalyzed
Hydroformylation of Higher Olefins in Aqueous Medium. Organometallics 2005, 24, 2070–2075. [CrossRef]

24. Tilloy, S.; Crowyn, G.; Monflier, E.; Van Leeuwen, P.W.N.M.; Reek, J.N.H. Hydroformylation of 1-decene in
aqueous medium catalysed by rhodium–alkyl sulfonated diphosphines system in the presence of methylated
cyclodextrins. How the flexibility of the diphosphine backbone influences the regioselectivity. New J. Chem.
2006, 30, 377–383. [CrossRef]

25. Hapiot, F.; Menuel, S.; Ferreira, M.; Leger, B.; Bricout, H.; Tilloy, S.; Monflier, E. Catalysis in Cyclodextrin-Based
Unconventional Reaction Media: Recent Developments and Future Opportunities. ACS Sustain. Chem. Eng.
2017, 5, 3598–3606. [CrossRef]

26. Chen, H.; Li, Y.; Chen, J.; Cheng, P.; He, Y.-E.; Li, X. Micellar effect in high olefin hydroformylation catalyzed
by water-soluble rhodium complex. J. Mol. Catal. A: Chem. 1999, 149, 1–6. [CrossRef]

27. Riisager, A. CTAB micelles and the hydroformylation of octene with rhodium/TPPTS catalysts Evidence for
the interaction of TPPTS with micelle surfaces. J. Mol. Catal. A: Chem. 2002, 189, 195–202. [CrossRef]

28. Haumann, M.; Yıldız, H.; Koch, H.; Schomäcker, R.; Yildiz, H.; Schomäcker, R. Hydroformylation of
7-tetradecene using Rh-TPPTS in a microemulsion. Appl. Catal. A: Gen. 2002, 236, 173–178. [CrossRef]

29. Peng, Q. Micelle effect of disulfonated cetyldiphenyl phosphine in biphasic hydroformylation of higher
olefins. Catal. Commun. 2004, 5, 447–451. [CrossRef]

30. Miyagawa, C.C.; Kupka, J.; Schumpe, A. Rhodium-catalyzed hydroformylation of 1-octene in micro-emulsions
and micellar media. J. Mol. Catal. A: Chem. 2005, 234, 9–17. [CrossRef]

31. Ünveren, H.H.Y.; Schomäcker, R.; Schomäcker, R. Rhodium catalyzed hydroformylation of 1-octene in
microemulsion: Comparison with various catalytic systems. Catal. Lett. 2006, 110, 195–201. [CrossRef]

32. Desset, S.L.; Cole-Hamilton, D.J.; Foster, D.F. Aqueous-biphasic hydroformylation of higher alkenes promoted
by alkylimidazolium salts. Chem. Commun. 2007, 1933–1935. Available online: https://pubs.rsc.org/en/

content/articlelanding/2007/cc/b618785d/unauth#!divAbstract (accessed on 12 May 2020).
33. Desset, S.L.; Reader, S.W.; Cole-Hamilton, D.J. Aqueous-biphasic hydroformylation of alkenes promoted by

“weak” surfactants. Green Chem. 2009, 11, 630. [CrossRef]
34. Nowothnick, H.; Rost, A.; Hamerla, T.; Schomäcker, R.; Müller, C.; Vogt, D. Comparison of phase transfer

agents in the aqueous biphasic hydroformylation of higher alkenes. Catal. Sci. Technol. 2013, 3, 600–605.
[CrossRef]

http://dx.doi.org/10.1080/01614940.2018.1541781
http://dx.doi.org/10.1039/C2CY20538F
http://dx.doi.org/10.1016/0920-5861(95)00013-6
http://dx.doi.org/10.1021/je960024e
http://dx.doi.org/10.1021/ie960047m
http://dx.doi.org/10.1016/S1381-1169(97)00103-9
http://dx.doi.org/10.1016/S0920-5861(98)00381-2
http://dx.doi.org/10.1016/j.catcom.2009.06.005
http://dx.doi.org/10.1016/j.apcata.2009.04.017
http://dx.doi.org/10.1021/om048994f
http://dx.doi.org/10.1039/b515364f
http://dx.doi.org/10.1021/acssuschemeng.6b02886
http://dx.doi.org/10.1016/S1381-1169(99)00165-X
http://dx.doi.org/10.1016/S1381-1169(02)00364-3
http://dx.doi.org/10.1016/S0926-860X(02)00284-3
http://dx.doi.org/10.1016/j.catcom.2004.05.015
http://dx.doi.org/10.1016/j.molcata.2005.02.013
http://dx.doi.org/10.1007/s10562-006-0109-8
https://pubs.rsc.org/en/content/articlelanding/2007/cc/b618785d/unauth#!divAbstract
https://pubs.rsc.org/en/content/articlelanding/2007/cc/b618785d/unauth#!divAbstract
http://dx.doi.org/10.1039/b822139a
http://dx.doi.org/10.1039/C2CY20629C


Polymers 2020, 12, 1107 16 of 18

35. Potier, J.; Menuel, S.; Chambrier, M.-H.; Burylo, L.; Blach, J.-F.; Woisel, P.; Monflier, E.; Hapiot, F. Pickering
Emulsions Based on Supramolecular Hydrogels: Application to Higher Olefins’ Hydroformylation. ACS
Catal. 2013, 3, 1618–1621. [CrossRef]

36. Vanbésien, T.; Sayede, A.; Monflier, E.; Hapiot, F. A self-emulsifying catalytic system for the aqueous biphasic
hydroformylation of triglycerides. Catal. Sci. Technol. 2016, 6, 3064–3073. [CrossRef]

37. Pogrzeba, T.; Schmidt, M.; Hohl, L.; Weber, A.; Buchner, G.; Schulz, J.; Schwarze, M.; Kraume, M.;
Schomäcker, R. Catalytic Reactions in Aqueous Surfactant-Free Multiphase Emulsions. Ind. Eng. Chem. Res.
2016, 55, 12765–12775. [CrossRef]

38. Behr, A.; Roll, R. Hydroaminomethylation in thermomorphic solvent systems. J. Mol. Catal. A: Chem. 2005,
239, 180–184. [CrossRef]

39. Hamamoto, H.; Suzuki, Y.; Yamada, Y.M.A.; Tabata, H.; Takahashi, H.; Ikegami, S. A recyclable catalytic
system based on a temperature-responsive catalyst. Angew. Chem. Int. Ed. 2005, 44, 4536–4538. [CrossRef]
[PubMed]

40. Tijani, J.; El Ali, B. Selective thermomorphic biphasic hydroformylation of higher olefins catalyzed by
HRhCO(PPh3)3/P(OPh)3. Appl. Catal. A 2006, 303, 158–165. [CrossRef]

41. Hermanns, E.; Hasenjäger, J.; Drießen-Hölscher, B. PEG-Modified Ligands for Catalysis and Catalyst
Recycling in Thermoregulated Systems. In Organometallics in Process Chemistry; Springer: Berlin/Heidelberg,
Germany, 2007; Volume 23, pp. 53–66. [CrossRef]

42. Behr, A.; Henze, G.; Schomaecker, R. Thermoregulated liquid/liquid catalyst separation and recycling. Adv.
Synth. Catal. 2006, 348, 1485–1495. [CrossRef]

43. Shaharun, M.S.; Dutta, B.K.; Mukhtar, H.; Maitra, S. Hydroformylation of 1-octene using rhodium–phosphite
catalyst in a thermomorphic solvent system. Chem. Eng. Sci. 2010, 65, 273–281. [CrossRef]

44. Ji, Z.J.; Jiang, J.Y.; Wang, Y.H. A novel thermoregulated phosphine ligand used for the Rh-catalyzed
hydroformylation of mixed C11–12 olefins in aqueous/organic biphasic system. Chin. Chem. Lett. 2010, 21,
515–518. [CrossRef]

45. Li, K.; Wang, Y.; Jiang, J.; Jin, Z. Hydroformylation of Higher Olefins by Thermoregulated Phase-Transfer
Catalysis with Rhodium Nanoparticles. Chin. J. Catal. 2010, 31, 1191–1194. [CrossRef]

46. Liu, X.; Kong, F.; Zheng, X.; Jin, Z. Polyether triaryl phosphine oxides for hydroformylation of oleyl alcohol
in micellar catalysis. Catal. Commun. 2003, 4, 129–133. [CrossRef]

47. Zarka, M.T.; Bortenschlager, M.; Wurst, K.; Nuyken, O.; Weberskirch, R. Immobilization of a Rhodium
Carbene Complex to an Amphiphilic Block Copolymer for Hydroformylation of 1-Octene under Aqueous
Two-Phase Conditions. Organometallics 2004, 23, 4817–4820. [CrossRef]

48. Pawar, G.; Weckesser, J.; Blechert, S.; Buchmeiser, M.R. Ring opening metathesis polymerization-derived
block copolymers bearing chelating ligands: Synthesis, metal immobilization and use in hydroformylation
under micellar conditions. Beilstein J. Org. Chem. 2010, 6. [CrossRef]

49. Oehme, G. Micellar catalysis. A Comprehensive Handbook. In Applied Homogeneous Catalysis with
Organometallic Compounds, 2nd ed.; Cornils, B., Herrmann, W.A., Eds.; Wiley-VCH: Weinheim, Germany,
2002; Volume 2, pp. 835–841.

50. Reinsborough, V.C. Micellar Catalysis. In Interfacial Catalysis; Marcel Dekker: New York, NY, USA, 2002;
pp. 377–390. [CrossRef]

51. Oehme, G. Micellar systems. In Aqueous-Phase Organometallic Catalysis: Concepts and Applications, 2nd ed.;
Cornils, B., Herrmann, W.A., Eds.; Wiley-VCH: Weinheim, Germany, 2004; pp. 256–271.

52. Khan, M.N. Micellar Catalysis; CRC Press: Boca Raton, FL, USA, 2006; p. 464.
53. Zhang, X.; Cardozo, A.F.; Chen, S.; Zhang, W.; Julcour, C.; Lansalot, M.; Blanco, J.-F.; Gayet, F.; Delmas, H.;

Charleux, B.; et al. Core-Shell Nanoreactors for Efficient Aqueous Biphasic Catalysis. Chem. Eur. J. 2014, 20,
15505–15517. [CrossRef] [PubMed]

54. Cardozo, A.F.; Julcour, C.; Barthe, L.; Blanco, J.-F.; Chen, S.; Gayet, F.; Manoury, E.; Zhang, X.; Lansalot, M.;
Charleux, B.; et al. Aqueous phase homogeneous catalysis using core-shell nano-reactors: Application to
rhodium catalyzed hydroformylation of 1-octene. J. Catal. 2015, 324, 1–8. [CrossRef]

55. Chen, S.; Cardozo, A.F.; Julcour, C.; Blanco, J.-F.; Barthe, L.; Gayet, F.; Lansalot, M.; D’Agosto, F.; Delmas, H.;
Manoury, E.; et al. Amphiphilic core-cross-linked micelles functionalized with bis (4-methoxyphenyl)
phenylphosphine as catalytic nanoreactors for biphasic hydroformylation. Polymer 2015, 72, 327–335.
[CrossRef]

http://dx.doi.org/10.1021/cs4002282
http://dx.doi.org/10.1039/C5CY01758K
http://dx.doi.org/10.1021/acs.iecr.6b03384
http://dx.doi.org/10.1016/j.molcata.2005.06.020
http://dx.doi.org/10.1002/anie.200500574
http://www.ncbi.nlm.nih.gov/pubmed/15968694
http://dx.doi.org/10.1016/j.apcata.2006.01.044
http://dx.doi.org/10.1007/3418_2006_061
http://dx.doi.org/10.1002/adsc.200606094
http://dx.doi.org/10.1016/j.ces.2009.06.071
http://dx.doi.org/10.1016/j.cclet.2010.01.020
http://dx.doi.org/10.1016/S1872-2067(10)60110-6
http://dx.doi.org/10.1016/S1566-7367(03)00004-9
http://dx.doi.org/10.1021/om049495h
http://dx.doi.org/10.3762/bjoc.6.28
http://dx.doi.org/10.1201/9780203910429.ch13
http://dx.doi.org/10.1002/chem.201403819
http://www.ncbi.nlm.nih.gov/pubmed/25284685
http://dx.doi.org/10.1016/j.jcat.2015.01.009
http://dx.doi.org/10.1016/j.polymer.2015.02.024


Polymers 2020, 12, 1107 17 of 18

56. Poli, R.; Chen, S.; Zhang, X.; Cardozo, A.; Lansalot, M.; D’Agosto, F.; Charleux, B.; Manoury, E.; Gayet, F.;
Julcour, C.; et al. One-Pot RAFT Synthesis of Triphenylphosphine-Functionalized Amphiphilic Core-Shell
Polymers and Application as Catalytic Nanoreactors in Aqueous Biphasic Hydroformylation. ACS Symp.
Ser. 2015, 1188, 203–220. [CrossRef]

57. Lobry, E.; Cardozo, A.F.; Barthe, L.; Blanco, J.-F.; Delmas, H.; Chen, S.; Gayet, F.; Zhang, X.; Lansalot, M.;
D’Agosto, F.; et al. Core phosphine-functionalized amphiphilic nanogels as catalytic nanoreactors for
aqueous biphasic hydroformylation. J. Catal. 2016, 342, 164–172. [CrossRef]

58. Manoury, E.; Gayet, F.; D’Agosto, F.; Lansalot, M.; Delmas, H.; Julcour, C.; Blanco, J.-F.; Barthe, L.; Poli, R.
Core-Cross-Linked Micelles and Amphiphilic Nanogels as Unimolecular Nanoreactors for Micellar-Type,
Metal-Based Aqueous Biphasic Catalysis. In Effects of Nanoconfinement on Catalysis; Poli, R., Ed.; Springer:
New York, NY, USA, 2017; pp. 147–172.

59. Kamer, P.C.J.; Van Leeuwen, P.W.N.M.; Reek, J.N.H. Wide bite angle diphosphines: Xantphos ligands in
transition metal complexes and catalysis. Acc. Chem. Res. 2001, 34, 895–904. [CrossRef]

60. Van Der Veen, L.A.; Keeven, P.H.; Schoemaker, G.C.; Reek, J.N.H.; Kamer, P.C.J.; Van Leeuwen, P.W.N.M.;
Lutz, M.; Spek, A.L. Origin of the Bite Angle Effect on Rhodium Diphosphine Catalyzed Hydroformylation.
Organometallics 2000, 19, 872–883. [CrossRef]

61. Van Leeuwen, P.W.N.M.; Kamer, P.C.J. Featuring Xantphos. Catal. Sci. Technol. 2018, 8, 26–113. [CrossRef]
62. Deprele, S.; Montchamp, J.-L. Environmentally Benign Synthesis of H-Phosphinic Acids Using a

Water-Tolerant, Recyclable Polymer-Supported Catalyst. Org. Lett. 2004, 6, 3805–3808. [CrossRef]
63. Sandee, A.J.; Reek, J.N.H.; Kamer, P.C.J.; Van Leeuwen, P.W.N.M. A Silica-Supported, Switchable, and

Recyclable Hydroformylation−Hydrogenation Catalyst. J. Am. Chem. Soc. 2001, 123, 8468–8476. [CrossRef]
64. Kluwer, A.M.; Simons, C.; Knijnenburg, Q.; Van Der Vlugt, J.I.; De Bruin, B.; Reek, J.N.H. Catalyst recycling

via specific non-covalent adsorption on modified silicas. Dalton Trans. 2013, 42, 3609. [CrossRef] [PubMed]
65. Ricken, S.; Osinski, P.W.; Eilbracht, P.; Haag, R. A new approach to dendritic supported NIXANTPHOS-based

hydroformylation catalysts. J. Mol. Catal. A: Chem. 2006, 257, 78–88. [CrossRef]
66. Xu, X.; Smith, A.E.; Kirkland, S.E.; McCormick, C.L. Aqueous RAFT Synthesis of pH-Responsive Triblock

Copolymer mPEO−PAPMA−PDPAEMA and Formation of Shell Cross-Linked Micelles†. Macromolecules
2008, 41, 8429–8435. [CrossRef]

67. Boursier, T.; Chaduc, I.; Rieger, J.; D’Agosto, F.; Lansalot, M.; Charleux, B. Controlled radical polymerization
of styrene in miniemulsion mediated by PEO-based trithiocarbonate macromolecular RAFT agents. Polym.
Chem. 2011, 2, 355–362. [CrossRef]

68. Mann, B.E.; Taylor, B.F. 13-C NMR Data for Organometallic Compounds; Academic Press: London, UK, 1981;
pp. 200–211.

69. Chiefari, J.; Chong, Y.K. (Bill); Ercole, F.; Krstina, J.; Jeffery, J.; Le, T.P.T.; Mayadunne, R.T.A.; Meijs, G.F.;
Moad, C.L.; Moad, G.; et al. Living Free-Radical Polymerization by Reversible Addition−Fragmentation
Chain Transfer: The RAFT Process. Macromolecules 1998, 31, 5559–5562. [CrossRef]

70. Barner-Kowollik, C. (Ed.) Handbook of RAFT Polymerization; Wiley-VCH: Weinheim, Germany, 2008.
71. Keddie, D.J.; Moad, G.; Rizzardo, E.; Thang, S.H. RAFT Agent Design and Synthesis. Macromolecules 2012,

45, 5321–5342. [CrossRef]
72. Hill, M.R.; Carmean, R.N.; Sumerlin, B.S. Expanding the Scope of RAFT Polymerization: Recent Advances

and New Horizons. Macromolecules 2015, 48, 5459–5469. [CrossRef]
73. Moad, G.; Rizzardo, E.; Thang, S. Radical Addition–Fragmentation Chemistry and RAFT Polymerization.

In Reference Module in Materials Science and Materials Engineering; Elsevier: Amsterdam, The Netherlands,
2016.

74. Jenkins, A.D.; Jones, R.G.; Moad, G. Terminology for reversible-deactivation radical polymerization previously
called “controlled” radical or “living” radical polymerization (IUPAC Recommendations 2010). Pure Appl.
Chem. 2009, 82, 483–491. [CrossRef]

75. Charleux, B.; Delaittre, G.; Rieger, J.; D’Agosto, F. Polymerization-Induced Self-Assembly: From Soluble
Macromolecules to Block Copolymer Nano-Objects in One Step. Macromolecules 2012, 45, 6753–6765.
[CrossRef]

76. Warren, N.J.; Armes, S.P. Polymerization-Induced Self-Assembly of Block Copolymer Nano-objects via RAFT
Aqueous Dispersion Polymerization. J. Am. Chem. Soc. 2014, 136, 10174–10185. [CrossRef]

http://dx.doi.org/10.1021/bk-2015-1188.ch014
http://dx.doi.org/10.1016/j.jcat.2016.07.023
http://dx.doi.org/10.1021/ar000060+
http://dx.doi.org/10.1021/om990734o
http://dx.doi.org/10.1039/C7CY01629H
http://dx.doi.org/10.1021/ol0484198
http://dx.doi.org/10.1021/ja010150p
http://dx.doi.org/10.1039/c2dt32047a
http://www.ncbi.nlm.nih.gov/pubmed/23292126
http://dx.doi.org/10.1016/j.molcata.2006.04.037
http://dx.doi.org/10.1021/ma801725w
http://dx.doi.org/10.1039/C0PY00237B
http://dx.doi.org/10.1021/ma9804951
http://dx.doi.org/10.1021/ma300410v
http://dx.doi.org/10.1021/acs.macromol.5b00342
http://dx.doi.org/10.1351/PAC-REP-08-04-03
http://dx.doi.org/10.1021/ma300713f
http://dx.doi.org/10.1021/ja502843f


Polymers 2020, 12, 1107 18 of 18

77. Canning, S.L.; Smith, G.N.; Armes, S.P. A Critical Appraisal of RAFT-Mediated Polymerization-Induced
Self-Assembly. Macromolecules 2016, 49, 1985–2001. [CrossRef] [PubMed]

78. Chen, S.; Gayet, F.; Manoury, E.; Joumaa, A.; Lansalot, M.; D’Agosto, F.; Poli, R. Coordination Chemistry
Inside Polymeric Nanoreactors: Interparticle Metal Exchange and Ionic Compound Vectorization in
Phosphine-Functionalized Amphiphilic Polymer Latexes. Chem. Eur. J. 2016, 22, 6302–6313. [CrossRef]
[PubMed]

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1021/acs.macromol.5b02602
http://www.ncbi.nlm.nih.gov/pubmed/27019522
http://dx.doi.org/10.1002/chem.201504923
http://www.ncbi.nlm.nih.gov/pubmed/27001452
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Instrumentation 
	Synthesis of the Ligand-Functionalized Styrene Monomer 
	Synthesis of the Nixantphos@CCM Latex 
	Hydroformylation Catalysis 

	Results and Discussion 
	Synthesis of the Ligand-Functionalized Monomer, 1 
	Synthesis and Characterization of the Nanoreactors Nixantphos@CCM 
	Biphasic Hydroformylation of 1-Octene 

	Conclusions 
	References

