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Introduction

Ring-opening (co)polymerization of chiral seven-
membered lactones mediated by achiral yttrium
catalysts: insights into the catalyst stereocontrol
by mass spectrometry+

Ali Dhaini,? Jérédme Ollivier,? Nicolas Le Yondre,? Ali Alaaeddine,©
Sophie M. Guillaume 2 *® and Jean-Francois Carpentier (2 *@

Ring-opening polymerization (ROP) of cyclic esters is a preferred approach for the preparation of various
polyesters with controlled microstructures. In this work, the ROP of chiral seven-membered substituted-
e-caprolactones, namely 1-methyl-e-caprolactone (CL™®) and 1-n-butyl-e-caprolactone (CL™Y, aka e-
decalactone), was investigated to assess the potential stereoregularity of the resulting polylactones. The
reactions mediated by yttrium complexes Y{ON(N)OR?} based on non-chiral diamino-bis(o,n-di-
substituted-phenolate) ligands, associated with an exogeneous alcohol as a co-initiator, were effectively
catalyzed — that is, with good control over molar mass values, narrow dispersity, and chain-end fidelity.

LMe or rac-CL™BY

However, the tacticity of the homopolymers obtained from racemic monomers rac-C
could not be evidenced by NMR spectroscopy, as outlined in previous literature reports. Alternatively, the

LMe enabled, indirectly,

ring-opening copolymerization (ROCOP) of equimolar mixtures of (R)-CL"®%/(S)-C
the assessment of the catalyst stereocontrol through the evaluation of the ultimate degree of alternation
of the inserted units of each comonomer. While NMR spectroscopy again did not enable unambiguous
evaluation of the copolymer topology/sequence, detailed MALDI-ToF and high-resolution ESI mass spec-
trometric analyses rewardingly revealed two major series of macromolecules, cyclic and linear ones. Both
series of macromolecules showed randomly distributed units of both comonomers, thereby evidencing
the absence of any significant stereocontrol from the yttrium catalyst over these large, seven-membered
substituted e-caprolactones. This latter lack of stereocontrol is assumed to arise from a too long range
between adjacent chiral centers, preventing an effective chain-end stereocontrolled mechanism.

bisphenolate ligands {ON(X)O®*}*~ (X = NMe,, OMe; R = 0,p-
substituents on phenolates).” These achiral complexes, associ-

The ring-opening polymerization (ROP) of cyclic esters is by
now a well-established privileged synthetic method towards
the synthesis of polyesters with controlled features and
especially exhibiting tunable microstructures (in particular,
tacticity)." To this end, one of the most effective series of cata-
lysts relies on rare earth metal complexes, such as those sup-
ported by achiral tripodal dianionic diamino- or amino-alkoxy-
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ated with an exogeneous alcohol as a co-initiator, have been
extensively studied with a wide range of monomers, displaying
high activities and high degrees of control (molar mass, dis-
persity, end-group fidelity, tacticity etc.).

One of the ubiquitous illustrations of this chemistry is the
stereoselective ROP of six-membered lactides."® The ROP of
racemic lactide (rac-LA) mediated by achiral yttrium Y{ON(N)
O®?} complexes bearing sterically bulky substituents on the
ancillary phenolate ligand (R = ¢Bu, adamantyl, CMe,Ph,
CMe,tBu, CPhj) returns highly heterotactic PLA (P, up to
0.96%) (Scheme 1). Also, the ROP of the four-membered
B-butyrolactone (rac-BPL™) mediated by the related Y{ON(X)O"*}

1 Pym is the probability of racemo/meso enchainment between adjacent monomer
units, as determined by "*C NMR spectroscopy, with P, + P,,, = 1; P, = 1 for a per-
fectly syndiotactic polymer, P, = Py, = 0.5 for an atactic one, and Py, = 1 for a per-
fectly isotactic polymer.
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yttrium catalysts proceeds with high activities and enables
fine-tuning of the microstructure of the resulting poly(3-hydro-
xybutyrate)s (poly(BPL¢), aka PHB) from atactic to highly syn-
diotactic (P, up to 0.96%), depending on the nature of the
ortho- (and to a much lesser extent the para-) R substituents on
the tripodal ligand.*® Similarly, the ROP of four-membered
4-alkoxymethylene-substituted p-propiolactones, rac-BPL"20R
(R = Me, All, Bn), offers syndiotactic poly(BPL°"2°) (P, up to
0.91%) provided sterically crowded tert-butyl, cumyl or trityl
substituents are installed on the yttrium complexes, or atactic
poly(BPL°"2°%) with non-crowded complexes bearing methyl-
substituted ligands. More uniquely, the corresponding achiral
halogen-substituted yttrium catalysts Y{ON(X)O**} (Z = F, CI,
Br) give highly isotactic poly(BPL°"2°%)s (P,, up to 0.95%),
thanks to attractive non-covalent interactions (NCIs) between
the ligand halogen and the acidic methylene hydrogens
within the growing polymer chain (Scheme 1).*” Also, using
a syndioselective catalyst, the ROP of equimolar mixtures
of two different, enantiomerically pure 4-substituted-
B-propiolactones, with opposite configurations, gives highly
alternating polyhydroxyalkanoates (PHAs).® For instance, the
ROP of enantiopure allyl (S)-B-malolactonate and benzyl
(R)-p-malolactonate (MLA™; R’ = allyl, benzyl) (1:1), using a
Y{ON(X)O®?} yttrium catalyst bearing bulky R substituents,
returns a nearly perfectly alternating copolymer, poly(MLA*™.-
alt-MLAP"™') (scheme 1).° In another related approach to

1976 | Polym. Chem., 2024, 15,1975-1991

form microstructurally controlled PHAs, chiral salen-yttrium
catalysts have been used by the group of Chen for the stereo-
selective ROP of alkyl-substituted eight-membered racemic
cyclic diolides (rac-DLX).'® Hence, the ROP of rac-DLM® pro-
ceeds readily to offer perfectly isotactic poly(DL™®), that is,
PHB (P, up to 0.99%) with a controlled and high molar mass
(My, up to 154 000 g mol ™", Py, = 1.01). Similarly, starting from
unsymmetrical disubstituted eight-membered diolides rac-
DL®® (R # R) or by copolymerizing rac-DL™® with rac-DL® (R’
= Et, nBu), highly alternating isotactic poly(DL®¥)s were pro-
duced (P, up to 0.99%). Access to syndiotactic PHAs (P, up to
0.887) was also accomplished starting from meso-DL®
(Scheme 1).°

On the other hand, poly(e-caprolactone) (PCL) is another
quite important polyester,'" first synthesized by Carothers’
group in the 1930s from the parent seven-membered lactone
(CL)."* PCL is semi-crystalline (up to 70% depending on the
weight-average molar mass, M,,) with a low melting point
(59-60 °C); it is hydrophobic with good solubility, features
exceptional blending compatibility, and shows good degra-
dation abilities by microorganisms"® - a set of distinctive pro-
perties making it extensively valuable in different application
fields. The ROP of CL and its alkyl-substituted derivatives such
as 1-methyl-e-caprolactone (CL"*), mediated either by metal-
based or organo-catalysts, has been the method of choice to
target PCL-type materials and related copolymers, with

This journal is © The Royal Society of Chemistry 2024
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minimum backbiting and obtaining very high molar mass PCL
(M,, up to 730000 g mol ') with a narrow dispersity (B ~ 1.1)
(Scheme 2).* For instance, y-methyl-e-caprolactone has been
polymerized using an o-hydroxy-poly(ethylene oxide) macroini-
tiator combined with triethylaluminium,'® or copolymerized
with CL using tin(u) bis(2-ethylhexanoate).'® Recently, the ROP
of a series of spirocyclic acetal-functionalized e-caprolactone
monomers with zinc- or yttrium-based catalysts has been
shown to open the route towards readily depolymerizable (i.e.,
chemically recyclable) materials."” The ring-opening copoly-
merization (ROCOP) of p-butyrolactone (BPLY®) and 1-n-butyl-
e-caprolactone (that is e-decalactone, hereafter referred to as
CL"™") mediated by yttrium-salan-type complexes, forms di-
and triblock copolymers (M, up to 31600 g mol™, P =
1.15-1.35)."® Also, CL™® has been homopolymerized using
chiral phosphoric acids (CPAs), in kinetic resolution polymer-
izations, affording stereogradient PCL™ with a high chain-end

\{ MOAIE’(Z
0
m
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fidelity and controlled molar mass (M,, up to 5000 g mol ", b =
1.11-1.22)."° The microstructure of the synthesized PCL™® was
determined using chiral HPLC to assess the enantiomeric
excess (ee) values of the unreacted CL™
conversion levels, revealing that (S)-CPA consumes (S)-C
faster while (R)-CPA polymerizes (R)-CL™® preferentially. Yet,
despite the progress made in polymerizing substituted e-capro-
lactones, determination of the microstructure of the resulting
materials has remained a challenge. In fact, the tacticity of
these polymers could not be successfully assessed from their
'H and ®C NMR spectra. It was suggested to arise from the
chiral centers along the polymer backbone that are positioned
too far apart to allow a clear differentiation by NMR analysis,
and from an insufficient resolution of resonances even at
125 MHz.'»"°

In our study, we aimed at investigating the stereoselective
ability of achiral yttrium catalysts of the type Y{ON(N)O**} in
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Scheme 2 Examples of RO(CO)P of substituted-e-caprolactones.
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Scheme 3 ROP of 1-substituted-e-caprolactones (rac-CL?; R = Me, nBu) and ROCOP of equimolar mixtures of opposite-configuration, enantiopure
monomers studied in the present work to assess the stereoselectivity ability of discrete yttrium complexes towards such seven-membered lactones.

the RO(CO)P of the seven-membered 1-substituted-e-caprolac-
tones, namely CL™® and CL™" (Scheme 3). Conventionally, the
tacticity of polyesters is determined through NMR spec-
troscopy, enabling us to infer the extent, and sometimes also
to decipher the mechanism, of stereocontrol. However, as
mentioned earlier and further documented in the present
work, since NMR spectroscopy proved ineffective in assessing
the tacticity in the PCL® homopolymers (R = Me, nBu) result-
ing from these large lactones, we implemented an alternative
approach. This involved copolymerizing equimolar mixtures of
the two enantiomerically pure, opposite-configuration 1-substi-
tuted-e-caprolactones (S)-CLM® and (R)-CL™", to investigate
whether or not there is alternation of the monomer units in
the resulting copolymers. Such alternation would be a hall-
mark of syndiotactic control (vide infra).®® For this purpose,
because NMR spectroscopy eventually turned out to be unin-
formative to assess the degree of alternation/randomness in
the synthesized poly[(S)-CLM®/(R)-CL"™"] copolymers, extensive
high resolution mass spectrometry (MS) analyses were con-
ducted. With the aid of programmatic script, these MS studies
enabled us to conclude on the stereoselective abilities of
Y{ON(N)O®} in the ROP of such 1-substituted-e-caprolactones.

Experimental section
Materials and methods

All manipulations involving organometallic catalysts were per-
formed under an inert atmosphere (argon, <5 ppm O, and
H,0) using standard Schlenk, vacuum line, and glovebox tech-
niques. Toluene was freshly distilled from Na/benzophenone
under argon and degassed thoroughly by freeze-thaw-vacuum
cycles prior to use. Benzyl alcohol (BnOH) was distilled over
Mg turnings under an argon atmosphere and kept over acti-
vated 3-4 A molecular sieves. Proligands {ON(N)O"®"?}H, and
{ON(N)OM**}H, and precursor Y[N(SiHMe,),];(THF),, used to

1978 | Polym. Chem., 2024, 15,1975-1991

prepare in situ yttrium amido complexes la-b, respectively,
were synthesized according to the reported procedures."”°
Racemic e-decalactone (rac-CL™®") was purchased from Sigma
Aldrich and dried over CaH,.

Instrumentation and measurements

'H (500 and 400 MHz) and “C{'H} (125 and 100 MHz) NMR
spectra were recorded on Bruker Avance Ascend 400 spec-
trometers at 25 °C. "H and ">C{'"H} NMR spectra were refer-
enced internally relative to SiMe, (6 = 0 ppm) using the
residual solvent resonances. Coupling constants are reported
in Hz.

The number-average molar mass (M,skc) and dispersity
(Pm = My,/M,,) values of the PCL® (R = Me, nBu) homopolymer
and copolymer samples were determined by size-exclusion
chromatography (SEC) in THF at 30 °C (flow rate = 0.8 mL
min~') on a Polymer Laboratories PL50 apparatus equipped
with a refractometric detector and a UV detector at 254 nm,
and a set of two ResiPore PLgel 3 pm MIXED-D 300 x 7.5 mm
columns. The (co)polymer samples were dissolved in THF
(5 mg mL™"). All elution curves were calibrated with poly-
styrene standards; the M, sgc values of the PCL® samples were
uncorrected for the possible difference in the hydrodynamic
radius vs. that of polystyrene. Representative SEC traces are
given in the ESI as Fig. S26 and S27.f

The molar mass of PCL® samples was also determined by
'H NMR analysis in CDCI; from the relative intensities of the
signals of the PCL® repeating unit methine hydrogen (6
4.84-4.90 ppm), -OCH((CH,),CH(R)) and the benzyloxy chain-
end (6 5.09-5.11 ppm, -OCH,Ph). The accuracy of the M, nmr
values thus determined is evaluated to be +200 g mol™".
Monomer conversions were calculated from the 'H NMR
spectra of the crude polymer samples in CDCl; by using the
integration (Int.) ratios [IntR. /(IntE., + Int¥)] of the
methine hydrogens of PCL® (vide supra) and of the monomers
(6 4.32 ppm, CL™*; § 4.17 ppm, CL"™").

This journal is © The Royal Society of Chemistry 2024
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Matrix Assisted Laser Desorption Ionization-Time of Flight
(MALDI-ToF) high resolution (error <25 ppm) mass spectra
were recorded using an ULTRAFLEX III TOF/TOF spectrometer
(Bruker Daltonik Gmbh, Bremen, Germany) in positive ioniza-
tion mode at CRMPO, ScanMat, Université de Rennes. Spectra
were recorded using reflectron mode and an accelerating
voltage of 25 kV. A mixture of a freshly prepared solution of
the polymer in CH,Cl, (HPLC grade, 10 mg mL ') and DCTB
(trans-2-(3-(4-tert-butylphenyl)-2methyl-2-propenylidene))-
malononitrile, and an acetonitrile solution of the cationizing
agent (CF;CO,Na or Nal, 10 mg mL™') were prepared. The
solutions were combined in a 1:1:1 v/v/v ratio of matrix-to-
sample-to-cationizing  agent. The resulting solution
(0.25-0.5 pL) was deposited onto the sample target (entry 1:
Prespotted AnchorChip PAC II 384/96 HCCA; entry 3: MTP
384 ground steel) and air- or vacuum-dried.

Electrospray Ionization (ESI) high resolution (error <3 ppm)
mass spectra were recorded using an Orbitrap Q-Exactive
spectrometer (Thermo Fisher Scientific, Waltham (MA), USA)
in positive ionization mode at CRMPO, ScanMat, Université de
Rennes. The sample was dissolved in MeOH before being ana-
lyzed by direct injection.

Differential scanning calorimetry (DSC) analyses were per-
formed on a DSC 2500 TA instrument calibrated with indium
using aluminum capsules (40 pL). The thermograms were
recorded under a continuous flow of helium (25 mL min™")
according to the following cycles: —80 to +200 °C at 10 °C
min™'; +200 to —80 °C at 10 °C min™*; —80 °C for 5 min; —80
to +200 °C at 10 °C min™'; +200 to —80 °C at 10 °C min .
Representative DSC traces of homo- and copolymers are
reported in the ESI as Fig. S28-S36.F

Program for automatic assignment of m/z peaks in HRMS
spectra

A program was developed to process the high-resolution mass
spectroscopy data of P(CLM-co-CL"®") copolymers, in order to
establish the correspondence between the experimentally
measured and theoretical m/z values, based on the measure-
ment precision. The program supports as input Excel csv files
representing the list of peaks (m/z and intensity), and aims to
create: (a) as an in silico or real output, the table of calculated
m/z values with the corresponding A,B, chemical formula
(where A and B refer to the two comonomers), population type,
and x and y values, and (b) as an output file, the table of
measured m/z values and intensity of the MS peaks. The table
of theoretical values (mono-isotopic exact masses) is generated
from the different raw formulae (with different possible end-
groups or as cyclic species) using the in-house software
Polymers (see Fig. S15 in the ESIt), by considering some rele-
vant MS parameters (ionization mode, polarity, type of adducts
and charge state). The table of measured m/z values compiles
the list of the peaks of the spectrum extracted using the Vendor
software for each MS spectrum. The algorithm next determines
the correspondence between the measured and the theoretical
m/z values according to a measurement precision criterion
expressed in ppm, as configured in the script; the measure-

This journal is © The Royal Society of Chemistry 2024
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ment precision criterion can be set at 3 ppm, for the analysis
of ESI HR-MS data, and 30 ppm for MALDI-ToF HR-MS data.
When several matches are possible, only the closest one is
kept. A table of results is automatically generated allowing the
correspondence between the theoretical and measured m/z
values to be recorded with their relative intensity and measure-
ment precision. As output, the software also takes into account
the theoretical isotope contributions and delivers a sum-
mation of intensities for the measured m/z values respecting
the measurement precision criterion. Thus, one can interpret
the spectrum according to the different compositions identi-
fied within each population considered and their corrected
relative intensity.

Separation of the enantiomers of rac-CL™® and rac-CL™®" by
preparative chiral HPLC analyses

This was performed at Institut des Sciences Moléculaires de
Marseille, Plateforme de chromatographie chirale (UMR 7313
CNRS-University of Aix-Marseille, France), using Chiralpak
AD-H (250 x 10 mm) columns, an Agilent 1260 Infinity unit
(pump G1311B, autosampler G1329B, DAD G1315D), with
Igloo-Cil ovens, monitored by SRA Instruments Seleccol soft-
ware (Version 1.2.3.0), Agilent OpenLAB CDS Chemstation LC
and CE Drivers (A.02.08SP1) and Agilent OpenLAB Intelligent
reporting (A.01.06.111). Chiroptical detection was performed
using a Jasco OR-1590 polarimetric detector. n-Heptane and
iPrOH, HPLC grade, were degassed and filtered on a 0.45 pm
millipore membrane before use. Chiral HPLC traces for
racemic and enantiopure CL™® and CL™" are reported in the
ESI as Fig. S3 and S4.1

Determination of reactivity ratios following the Fineman-Ross
method

Following reported procedures,?’ the monomer reactivity ratios
during the synthesis of the copolymers, r; and r,, were calcu-
lated using the Fineman-Ross equation:

F/(f(f —1)) =ri(F*/f) =2 (1)

where F = M;/M, (molar ratio of the comonomer feed compo-
sition) and f = m,/m, (molar ratio of each segment within the
recovered copolymer). The plot of this equation for a couple of
data points (Fig. S10t) returned a straight line with the slope
equal to r; and the intercept equal to —r,.

Synthesis of racemic 1-methyl-e-caprolactone (rac-CLM®)

The synthesis of rac-CL™® was performed by the Baeyer-Villiger

oxidation of 2-methylcyclohexanone, following a reported pro-
tocol' that provides 1-methyl-e-caprolactone as a major com-
pound (95%; along 5% of 5-methyl-e-caprolactone): 2-methyl-
cyclohexanone (9.0 g, 79.8 mmol) was dissolved in CH,Cl,
(100 mL); m-CPBA (27.5 g, 159.7 mmol) was added and the
solution was stirred in the dark for 48 h at 0 °C. A white sus-
pension formed, which was filtered, and the filtrate was
washed with a saturated aqueous NaHCO; solution (3 x
100 mL) followed by a 5wt% Na,S,0; solution (3 x 100 mL).

Polym. Chem., 2024,15,1975-1991 | 1979
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The organic phase was dried over Na,SO, and evaporated. The
crude product was purified by chromatography using basic
alumina and hexanes as eluents to give rac-CL™* as a colorless
liquid (6.4 g, 62%). rac-CLM® was further dried over CaH,,
vacuum-distilled (94 °C, 5 mmHg) and stored under argon. 'H
NMR (400 MHz, CDCl;, 25 °C) (Fig. $17): 6 1.20 (d, *Ji_1 = 6.7,
3H, CH;CH), 1.43-1.53 (m, 3H, CHCH,CH,CH,), 1.72-1.82 (m,
3H, CHCH,CH,CH,), 2.44-2.51 (m, 2H, CH,C(0)0), 4.26-4.37
(m, 1H, CHCH;). *C{'H} NMR (100 MHz, CDCl;, 25 °C)
(Fig. S21): 6 22.2 (CH;CH), 30.9 (CHCH,CH,CH,), 33.3
(CHCH,CH,CH,), 35.4 (CHCH,CH,CH,), 37.4
(CHCH,CH,CH,), 68.2 (CH,C=0), 176.1 (C=O0).

Typical procedure for the ROP of rac-CL®

In a typical experiment, in the glovebox, a Schlenk flask was
charged with Y[N(SiHMe,),]5(THF), (8.8 mg, 14 pmol) and {ON
(NYO™®"?1H,, (7.4 mg, 14 pmol), and toluene (0.25 mL) was next
added. To this solution, BnOH (107 pL of a 1% v/v solution in
toluene, 1 equiv. vs. Y) was added under stirring at room temp-
erature. After 5 min, a solution of rac-CLM® (150 mg,
0.84 mmol, 60 equiv. vs. Y) in toluene (0.5 mL) was added
rapidly and the mixture was stirred at 20 °C for 1 h. The reac-
tion was quenched by the addition of acetic acid (ca. 0.5 mL of
a 1.6 mol L™ solution in toluene). The mixture was concen-
trated to dryness under vacuum and the conversion was deter-
mined by the "H NMR analysis of the residue in CDCl;. The
crude polymer was then dissolved in CH,Cl, (ca. 1 mL) and
precipitated in cold pentane (ca. 5 mL), filtered and dried in a
vacuum oven at 60 °C. The homopolymers were recovered as
pale yellowish oils.

PCLM®. "H NMR (400 MHz, CDCls, 25 °C) (Fig. S51): § 7.34
(broad m, 5H, C¢H5;CH,0), 5.11 (s, 2H, CcH5;CH,0), 4.90 (sext,
Yew = 6.2, 1H, CHCH3), 2.26 (t, Yy = 7.6, 2H, COCH,-),
1.61, 1.48, and 1.33 (m, 6H, COCH,CH,CH,CH,CH), 1.19 (d,
*Ju_u = 6.4, 3H, CH;). *C{'"H} NMR (100 MHz, CDCl;, 25 °C)
(Fig. S61): 6 173.2 (CO), 128.7, 128.4, 124.9, 123.4 (4s,
CeH5CH,0), 70.7 (CHCHj3), 66.3 (C¢HsCH,0), 35.7 (COCH,),
34.6 (COCH,CH,CH,CH,CH), 25.2 and 25.1
(COCH,CH,CH,CH,CH), 20.1 (CH,).

PCL™". "H NMR (400 MHz, CDCls, 25 °C) (Fig. S71): § 7.33
(broad m, 5H, C¢H5CH,0), 5.09 (s, 2H, CcH5;CH,0), 4.84 (pent,
I = 6.0, 1H, (CH,),CH(OH)(CH,);CHs), 2.25 (t, >Jy_i = 8.0,
2H, COCH,) 1.60 (m, 2H, COCH,CH,) 1.50 (m, 4H,
COCH,CH,CH,CH,CH(OH)CH,), 1.26 (m, 6H, CH,CH,CH(OH)
CH,CH,CH,CH3;), 0.86 (t, *J_u = 6.8, 3H, CH;CH,). “*C{'H}
NMR (100 MHz, CDCl;, 25 °C) (Fig. S87): § 173.3 (CO), 128.6,
128.2, 124.9, 123.4 (4s, CeHs;CH,0), 73.9 (CH-), 60.0
(CeHsCH,0), 34.6 (COCH,), 33.9 (CH,CHCH,CH,CH,CHj;),
27.6 (CHCH,CH,CH,CH3;), 25.1 (COCH,CH,CH,CH,CH), 22.7
(CHCH,CH,CH,CH3;), 14.1 (CH,).

Typical procedure for the ROCOP of (5)-CL™® with (R)-CL™"

In a typical experiment, in the glovebox, a Schlenk flask was
charged with Y[N(SiHMe,),];(THF), (3.7 mg, 5.8 pmol) and
{ON(N)O™®"*}H, (1a, 3.0 mg, 5.8 pmol), and toluene (0.25 mL)
was next added. To this solution, BnOH (60 pL of a 1% v/v
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solution in toluene, 1 equiv. vs. Y) was added under stirring at
room temperature. After 5 min, a solution of (S)-CLM® (>98%
ee, 37.8 mg, 0.29 mmol, 50 equiv. vs. Y) and (R)-CL™" (>98%
ee, 50.0 mg, 0.29 mmol, 50 equiv. vs. Y) in toluene (0.25 mL)
was added rapidly and the mixture was stirred at 20 °C for 3 h.
The reaction was quenched by the addition of acetic acid (ca.
0.5 mL of a 1.6 mol L™" solution in toluene). The mixture was
concentrated to dryness under vacuum and the conversion was
determined by the "H NMR analysis of the residue in CDCl,.
The crude polymer was then dissolved in CH,Cl, (ca. 1 mL)
and precipitated in cold pentane (ca. 5 mL), filtered and dried.
P(CLM®-co-CL™") copolymers were recovered as pale yellowish
oils. "H NMR (400 MHz, CDCl;, 25 °C) (signals were labelled
from a-a’ to h, as shown in Fig. 2) (see also Fig. S9 in the
ESIf): 6 7.34 (broad m, 5H, C¢HsCH,O, h), 5.11 (s, 2H,
CeH5CH,0, g), 4.86 (2 overlapping m, ;i = 6.4, 2H, CHCHj,
e + ¢), 2.28 (m, 4H, COCH,, a + a’), 1.61 (m, 6H,
COCH,CH,CH,CH, and OCOCH,CH,CH,CH,, d + d’), 1.50 (m,
4H, COCH,CH, and OCOCH,CH,, b + b’), 1.30 (m, 8H,
CH,CH,CHCH,CH,CH,CH; and OCOCH,CH,CH,, ¢ + ¢'), 1.19
(d, *Jun = 6.8, 3H, CHj, f'), 0.89 (t, *Jy_i = 7.1, 3H, CHj, ). °C
{"H} NMR (100 MHz, CDCl;, 25 °C) (signals were labelled from
#1 to #12, as shown in Fig. 3) (see also Fig. S10 in the ESI{): §
173.4 (CO, #3), 173.2 (CO, #3"), 129.2, 128.4, 124.9, 123.5 (4s,
C¢H;CH,0, #1), 74.0 (C(O)OCHCH,, #8), 70.7 (OCHCH,, #8'),
66.1 (CeHsCH,O, #2), 35.7 (COCH,, #4 and #4'), 34.6
(CH,CH,CHOC(O), #7, and CHCH,(CH,)CH3, #9), 33.9 (OCH
(CH;)CH,, #7'), 27.6 (CHCH,CH,CH,CHj, #10), 25.1 (several
signals, C(O)CH,CH,CH,CH,CH, #5, #6, and OC(O)
CH,CH,CH,CH,CH, #5', #6'), 21.7 (s, CH;CH,CH,, #11), 20.1
(CH3CH, #9'), 14.1 (CH3CH,CH,, #12).

Results and discussion
Homopolymerization of rac-CL®

First, the homopolymerization of both rac-CL™® and rac-CL™®"
was studied using the yttrium catalytic system Y{ON(N)O*®"?}
(1a)/BnOH (Scheme 3), selected as a benchmark system con-
sidering its typical high productivity, activity and syndiotactic
abilities toward a number of racemic 4- and 6-membered lac-
tones (vide supra).>””° The ROP reactions proceeded readily in
toluene at room temperature to form the corresponding PCL™M®
and PCL™", respectively (Table S1f). The structures of the
homopolymers were confirmed by "H and '*C NMR spec-
troscopy (see the ESI, Fig. S3-S6%), indicating linear macro-
molecules capped with benzyloxycarbonyl and hydroxy end-
groups. However, a close examination of the different signals
in the ">C NMR spectra did not allow establishing the polymer
tacticity as anticipated (Fig. 1). As mentioned earlier, this is in
line with previous literature reports, which stated that no
differentiated meso/racemo diad sequences are observable in
the ">C NMR spectra of PCL®s recorded at a 100-125 MHz
field."®'® To further confirm this observation, two quite
different benchmark ROP catalytic systems, namely {BDI®™"}
Zn(N(SiMe3),)/BnOH (hereafter referred to as Zn{BDI}/BnOH)**

This journal is © The Royal Society of Chemistry 2024
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Fig. 1 Zoomed regions of the **C{*H} NMR spectra (100 MHz, CDCl; (top) and (CDs),CO (bottom), 25 °C) of PCL™Y (left) and PCLM® (right) homo-

LMe LnBu

polymers prepared by the ROP of rac-C and rac-C

| respectively, except for the spectra labeled (*), prepared from enantiopure (S)-CLM® and

(R)-CL™"Y, respectively, mediated by the Zn{BDI'"}/BnOH, Y{ON(N)O*®"?} (1a)/BnOH and KOtBu catalytic systems (Table S1,+ entries 1-4). The low
intensity signals observed are assigned to the terminal repeating units in these low molar mass polymers.

and potassium tert-butoxide, were used for comparison pur-
poses (Table S1,} entries 2 and 3). Also, isotactic homopoly-
mers (P, > 0.98) were prepared starting from the enantiopure
(R)-CLM® and (R)-CL™" monomers, respectively (preliminarily
obtained by preparative chiral HPLC; see the Experimental
section), using the {BDI”""}Zn(N(SiMe;),)/BnOH system
(Table S1,1 entry 4). This eventually ended up with a set of
PCL™® and PCL™" homopolymers, with obviously different
tacticities, whose '*C NMR spectra yet were virtually identical
and indistinguishable from those of polymers produced by Y
{ON(N)O™®"?} (1a). This absence of differentiated, observable
meso/racemo diad sequences in the >C NMR spectra of PCL"-
type polymers is likely due to the long-range separation from
one chiral group to the next one, despite the short (two bonds)
distance between the chiral groups and the carbonyl groups.
Note that all polymers featured essentially the same thermal
signature (as determined by DSC; see the ESI, Fig. $28-S3671).>*

Copolymerization of (S)-CL™* with (R)-CL™"

An alternative way to assess the stereoselective ability of achiral
Y{ON(X)O®®} catalysts towards racemic 1-substituted e-capro-
lactones is through the investigation of the ROCOP of 1:

This journal is © The Royal Society of Chemistry 2024

1 mixtures of two chemically different, enantiopure CL® mono-
mers with opposite configurations. Indeed, with such comono-
mer feed, (highly) syndioselective catalysts shall return (highly)
alternating copolymers (as previously demonstrated with
various chiral p-lactones and Y{ON(X)O"*}-type catalysts);>° on
the other hand, (highly) isoselective catalysts shall provide
(highly) blocky copolymers, while non-stereoselective catalysts
shall give random copolymers. This is, of course, assuming
that both monomers have essentially the same reactivity/poly-
merizability, that is, the reaction is under stereocontrol rather
than being governed by kinetic considerations. This is antici-
pated in the present case because of the limited stereoelectro-
nic difference in the R substituents (i.e., Me vs. nBu) of the two
CL® monomers.> Finally, it is expected that examining the
comonomer sequence (alternation/randomness degree) in the
resulting polycaprolactone copolymers would be easier than
assessing tacticity in the corresponding homopolymers.
Hence, the ROCOP of 1:1 mixtures of (S)-CLM® and (R)-
CL"™" was conducted with relatively low-to-moderate targeted
molar mass (M, = ca. 3000 g mol™', DP = 20 up to M, = ca.
11000 g mol™", DP = 100), using either the 1a or 1b catalyst.
The results are gathered in Table 1. The 'H and *C NMR

Polym. Chem., 2024,15,1975-1991 | 1981
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Table 1 ROCOP of 1: 1 mixtures of (S)-CLM® and (R)-CL"™" mediated by the 1a—b/BnOH catalytic systems?

[(8)-CLM]o/[(R)-CL™"]o/  Reaction time?  [(S)-CLMJo/[(R-CL™ 0  Mnmeo?  Manmr®  Mussc”

Entry Cat. [BnOH], (min) Conv.” (%) (g mol™ N (g mol™ N (g mol™ Y byl TE(Q)
1 la 10:10:1 35 100:100 3100 3500 5500 1.17 —45.7

2 la 10:10:1° 40 100:100 3050 2900 4200 1.18 nd"

3 la 10:10:1 390 100:100 3000 3100 4850 1.31 nd"

4 la 50:50:1 180 100: 86 10400 9100 13 500 1.07 nd”

5 la 50:50:1/ 300 100:97 15200 10000 11 500 1.11 nd”

6 1b 10:10:1 15h 30 100:100 3100 3000 4150 1.27 —-49.4

7 1b 28:33:1F 300 63:46 4900 8600 5700 1.09 -59.8

“?Reactions performed with [(S)-CLM®], = [(R)-CL™"], = 1.0 M in toluene with [1a-b]/[BnOH], = 1:1. Reactlon time was not optimized.
¢ Conversion of (S)-CLM® and (R)-CL"®" as determined by the "H NMR analysis of the crude reaction mixture. ¢ Theoretical molar mass calculated
according to My teo = [CLM]o/[1] x conv. (CL™€) x M(CL™) + [CL™"]¢/[1] x conv. (CL™") x M(CL"™") + M(BnOH), with M(CL"®) = 128 g mol™",
M(CL™") =170 g mol~" and M(BnOH) = 108 g mol~".  Molar mass as determined by the "H NMR analysis of the isolated polymer, from the reso-
nances of the terminal OBn group (refer to the Experimental section). / Number-average molar mass (uncorrected) and dispersity (M,/M,) as
determined by SEC analysis in THF at 30 °C vs. polystyrene standards. € Glass transition temperature as determined by DSC; no melting transition
was observed. " Not determined. ' Reaction performed with (R)-CLM® and (S)-CL™"./ Reaction performed with rac-CLM® and rac-CL™, ¥ Reaction
performed using iPrOH as a co-initiator rather than BnOH.

spectra of the resulting copolymers (Fig. 2 and 3, respectively; duced in the initiation step, the molar masses of the copoly-
see also the ESI, Fig. S9 and S10,f and the Experimental mers were calculated from the "H NMR spectra (see the
section) featured the characteristic resonances for the repeat- Experimental section for calculation details). The M, nmr
ing units. Taking into account the benzyloxy end-group intro- values thus obtained were in good agreement with the M, ¢heo
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Fig. 2 Representative *H NMR spectrum (400 MHz, CDCls, 25 °C) of a P(CLM®-co-CL"®") copolymer prepared from the ROCOP of a 1: 1 mixture of
(5)-CLMe and (R)-CL"®" mediated by the 1a/BnOH (1:1) catalytic system (Table 1, entry 3). * stands for resonances of the residual solvent and/or
catalyst.
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Fig. 3 Representative JIMOD *C{*H} NMR spectrum (100 MHz, CDCls, 25 °C) of a P(CLM®-co-CL™") copolymer prepared from the ROCOP of a
1:1 mixture of (5)-CLM® and (R)-CL"®" mediated by the 1a/BnOH (1:1) catalytic system (Table 1, entry 3). * stands for resonances of the residual
solvent and/or catalyst.
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values calculated from the monomer-to-initiator ratio and
monomer conversion (Table 1). The M, sgc values determined
in chloroform vs. polystyrene standards (values uncorrected for
possible differences in hydrodynamic radii) followed almost
the same trend. The dispersity of the copolymers obtained was
rather narrow, with Dy, values ranging from 1.07 to 1.31. As

typical of this chemistry,

2-6,8
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the longer the reaction time, the

greater the extent of transesterification reactions (reshuffling
and back-biting), resulting in broadening of the dispersity
(compare entries 1 and 2 vs. 3) (note that reaction times were
not necessarily optimized in this study); this transesterification
was further corroborated by mass spectrometric studies
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Fig. 4 MALDI-ToF mass spectra (DCTB matrix, ionized by Na*) of P(CL"®"-co-CLM®) copolymers prepared by the ROCOP of a 1:1 mixture of (R)-
CL"" and (S)-CLM® with the 1a/BnOH catalytic system, over (a) 35 min and (b) 390 min, respectively (Table 1, entries 1 and 3, respectively) for m/z up
to 4000, (c) zoomed region (m/z = 1500-1700) of the above MALDI-ToF mass spectrum (b) with corresponding assignments of the two major series
observed. A,B, stands for x repeating units of A (CL™") and y repeating units of B (CL™®) in P(CL™"-co-CL™).
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(vide infra). The reactions mediated by 1b proceeded more
slowly than those with 1a (compare entries 4 and 5 vs. 7). This
is a behavior previously noted in the ROP of different lactones®
and accounted for by the likely aggregation of the sterically
uncrowded 1b in contrast to the mononuclear 1a which is pro-
tected by ortho,para-tert-butyl substituents on the phenolate
rings. Also, as mentioned earlier and anticipated considering
the small increase in the substituent bulkiness, CL™® appears
to be slightly more reactive than CL™®" (see entries 4, 5 and 7;
for "H NMR monitoring see Fig. S11 in the ESI¥).

Despite NMR spectroscopy confirming the formation of
P(CLM®-co-CL™") copolymers, their detailed microstructure, in
particular the alternation degree, could not be assessed using
this technique. In fact, in the carbonyl region (C3,C3’) and in
the methine region (C8,C8') of all >*C NMR spectra, only two
resonances were observed that arose from the two chemically
different CL™® and CL"®" monomer units (Fig. 3 and $10%); if
BC NMR spectroscopy enables assessing alternation, more
than two resonances would be observed, at least in the spectra
of copolymers produced by catalyst 1b since this one is notor-
iously poorly syndioselective, if not completely non-stereo-
selective, due to its sterically small methyl substituents.’

Mass spectrometry (MS) is an alternative technique to NMR
to study the sequence and microstructure of copolymers and,
with proper data processing tools, more information concern-
ing the composition, monomer sequence, polymer length, and
reactivity ratios can be extracted.”>° Hence, MS investigations
were performed in order to better understand the microstruc-
ture of the P(CLM®-co-CL"™") copolymers. Both MALDI-ToF and
ESI mass spectra were recorded. One of the advantages of
MALDI-ToF over ESI is that the range of m/z values of the
returned mass spectra is greater; on the other hand, higher
resolution can be often achieved with ESI.

In the MALDI-ToF mass spectra of our copolymers, the two
major distributions observed featuring the most intense peaks
refer to the linear o-BnO,0-OH-[P(CL"""),-co-(CL"),] and cyclic
[P(CL"™),-co-(CLM®),] series (Fig. 4 and S13-S147). Similar
observations were made from the ESI HR-mass spectra (Fig. 5
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and S16-S20t) from which both the aforementioned linear
and cyclic populations could be unambiguously assigned.*
These MS data confirm the above NMR data regarding the for-
mation of linear macromolecules with o-benzyloxy and
o-hydroxy end-groups. Noteworthily, cyclic populations cannot
be assessed by NMR spectroscopy, since they have the same
repeating units as linear chains, but no end-groups. The
present observation of cyclic populations both in the
MALDI-ToF and ESI mass spectra has two likely origins: (i)
observation of cyclic macromolecules formed during the
ROCOP process, arising from intramolecular back-biting/trans-
esterification, as corroborated by the abovementioned broad-
ening of the dispersities at longer reaction times, also in line
being the MALDI-ToF mass spectrum of a copolymer prepared
at short reaction time (35 min; Table 1, entry 1; Fig. 4a) fea-
tures no cyclic population as compared to that of a copolymer
exposed over a longer period to the catalytic system (390 min;
Table 1, entry 3; Fig. 4b). (ii) Other possible reasons for the
observation of a significant population of cyclic macro-
molecules by MALDI-ToF MS is likely the result of incidental
over-expression of specific species during the crystallization
process and/or the sample preparation for MS (in the acidic
DCTB matrix, which promotes transesterification/
cyclization).

For better depicting the distribution of different copolymer
populations, assignments of the different series were estab-
lished by the comparison of the experimental m/z values with
the theoretical masses calculated for different copolymer com-
positions (i.e., by varying the number of CL™®" and CL™® units
for both values of x and y, along with the two different families
indicated) (Table S2t). Fig. 6 depicts the distribution of each
population thus obtained in two different P(CL"™®"-co-CL™®)
copolymers.

In our first attempts to determine the monomer sequence
in the copolymers, MS/MS-ESI was applied on different
selected polymer ions (Fig. S211). However, the fragmentation
spectra obtained showed different pathways for the same ion.
In fact, the intensity values of the different peaks were affected
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1000-1100) of the high resolution ESI mass spectrum of a P(CL"®“-co-CLM®) copolymer prepared by the ROCOP of a

1:1 mixture of (R)-CL™Y and (S)-CLM® with the 1a/BnOH catalytic system (Table 1, entry 3), showing resolved peaks for cyclic P[(CL"®")s-co-(CLM®)]
(M/zexp (all *2C) = 1001.7265, M/zcacq = 1001.7263), cyclic PI(CL"®"),-co-(CLM®)s] (M/zexp (all *2C) = 1003.6694, m/zcacq = 1003.6692), linear P
(CL™®)3-co-(CLM®)3]-C7HgO — 2H (M/zey, (all *2C) = 1023.6748, m/zcaca = 1023.6743), linear PI(CL™")3-co-(CLM®)3]-C;HgO (M/zey, (all *2C) =
1025.6899, M/Zcacq = 1025.6900), cyclic PI(CL™%)g-co-(CLM®)o] (M/Zexp (all 2C) = 1043.7739, m/zcacq = 1043.7733), cyclic P[(CL™")3-co-(CLM9),]
(M/Zexp (@l 2C) = 1045.7162, m/zcaicq = 1045.7162), linear PI(CL™")4-co-(CLM®),]-C7HgO — 2H (M/zexp (all *2C) = 1065.7215, m/zcqcq = 1065.7213),
linear PI(CL™"),-co-(CLM®),]-C7HgO (M/Zey, (all 2C) = 1067.7373, m/Zcaica = 1067.7369), cyclic PI(CL™")4-co-(CLM®)3] (M/zey, (all *2C) = 1087.7638,
M/Zcqcq = 1087.7631); the population at m/z = 1079.8325 could not be identified.

1984 | Polym. Chem., 2024, 15, 1975-1991 This journal is © The Royal Society of Chemistry 2024
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