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Polymerization-induced self-assembly mediated
by vinyl-functionalized macromolecular chain
transfer agents: a straightforward approach to
prepare cross-linked block copolymer
nanoparticles with tunable morphologiest

Honggao Huang, & 12 Liwei Luo,$? Li Zhang*®® and Jianbo Tan () *&P

Herein, block-type and random-type vinyl-functionalized macromolecular reversible addition—fragmen-
tation chain transfer (macro-RAFT) agents were synthesized by RAFT solution polymerization and
employed to mediate aqueous photoinitiated RAFT dispersion polymerization of hydroxylpropyl meth-
acrylate (HPMA). When using the block-type macro-RAFT agent, cross-linked block copolymer nano-
particles with various morphologies could be prepared. Control experiments demonstrate that the vinyl
group in the macro-RAFT agent has little impact on the polymerization process and the morphology of
block copolymer nanoparticles. The morphologies of block copolymer nanoparticles could be controlled
by changing the length of the stabilizer block, the [HPMA]/[macro-RAFT] ratio, and the HPMA concen-
tration. When using the random-type macro-RAFT agent, cross-linked block copolymer nanoparticles
were still obtained. Moreover, it was found that the random distribution of vinyl groups in the macro-RAFT
agent facilitated the formation of higher-order morphologies. Finally, the obtained cross-linked worms
and vesicles were used as seeds for seeded RAFT polymerization of tert-butyl acrylate (tBA) or glycidyl
methacrylate (GlyMA), which enables further control over the surface morphology of block copolymer
nanoparticles. We expect that this study will offer new opportunities for the rational preparation of cross-
linked block copolymer nanoparticles with various morphologies.

diffuse into the micellar cores, leading to a relatively high
monomer concentration inside the micelles and therefore the

Over the past two decades or so, polymerization-induced self-
assembly (PISA) via reversible addition-fragmentation chain
transfer (RAFT) dispersion polymerization or RAFT emulsion
polymerization has become a powerful technique for the
rational preparation of block copolymer nanoparticles at high
concentrations. This technique usually involves growing a sol-
vophobic block from a solvophilic macromolecular RAFT
(macro-RAFT) agent in a selective solvent. Once the solvopho-
bic block reaches a critical molecular weight, nucleation
occurs to generate block copolymer micelles, with the solvo-
philic block acting as a steric stabilizer. Unreacted monomers
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observed higher polymerization rate. The distinct nature of
PISA enables high monomer conversions to be achieved within
a relatively short time, which makes PISA an attractive method
for scalable preparation of block copolymer nanoparticles."”
Typically, monofunctional macro-RAFT agents are employed
to mediate RAFT-PISA to synthesize linear diblock copolymer
nanoparticles.”®*° The final morphology of block copolymer
nanoparticles mainly depends on the volume ratio of the solvo-
philic and solvophobic blocks. Other reaction parameters such
as solids content,’®*' reaction temperature,*>™** initiation
type,* and solvent composition®® also have significant influ-
ence on the morphology of block copolymer nanoparticles.
Another useful strategy to control the morphology under
RAFT-PISA conditions is the use of macro-RAFT agents with
different structures.?’***%*7~3> For example, Cai et al.>> com-
pared the performance of an R-type branched macro-RAFT
agent and a Z-type branched macro-RAFT during RAFT-PISA.
For the R-type branched macro-RAFT agent, the solvophobic
block always grows at the periphery of the formed branched
block copolymers, leading to the occurrence of bridging
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between particles and the observed precipitation. In contrast,
for the Z-type branched macro-RAFT agent, the solvophobic
block always grows at the inner structure of the formed
branched block copolymers, and well-defined branched block
copolymers and their assemblies were formed. It is apparent
that the position of RAFT reactive groups in the macro-RAFT
agent affects the self-assembled structures significantly.
Besides the RAFT reactive group, the vinyl group is another
reactive group that can participate in the RAFT polymerization.
However, the use of a vinyl-functionalized macro-RAFT agent
in RAFT-PISA has rarely been reported.

In this study, a series of vinyl-functionalized macro-RAFT
agents with different numbers and distributions of vinyl
groups were synthesized by RAFT polymerization. Block-type
vinyl-functionalized macro-RAFT agents were synthesized by
sequential RAFT solution polymerization of glycerol methacry-
late (GMA) first and then allyl methacrylate (AMA). The
random-type vinyl-functionalized macro-RAFT agent was syn-
thesized directly by RAFT solution copolymerization of GMA
and AMA. These vinyl-functionalized macro-RAFT agents were
employed to mediate aqueous photoinitiated RAFT dispersion
polymerization of HPMA to access a diverse set of cross-linked
block copolymer nanoparticles with various morphologies.
The effects of reaction parameters such as the monomer con-
centration, the [HPMA]/[macro-RAFT] ratio, and the distri-
bution and number of vinyl groups on the RAFT-PISA process
as well as the final morphology of block copolymer nano-
particles were studied in detail. Finally, seeded RAFT polymer-
ization using the cross-linked worms and vesicles as seeds was
also conducted to fabricate multicompartment polymer
nanoparticles.
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Results and discussion
Synthesis of vinyl-functionalized macro-RAFT agents

For the synthesis of block-type vinyl-functionalized macro-
RAFT agents, RAFT solution polymerization of GMA
mediated by 4-cyano-4-(ethylthiocarbonothioylthio)pentanoic
acid (CEPA) was first performed to synthesize a large batch of
PGMA,,-CEPA. PGMA,,-CEPA was then used to mediate RAFT
solution polymerization of AMA (Scheme 1a). To ensure the
retainment of the allylic units and eliminate the branching
reaction,®® the polymerization was quenched at a relatively
low methacrylic unit conversion and the degree of polymeriz-
ation (DP) of PAMA was determined by the conversion of the
methacrylic unit via "H NMR spectroscopy. Fig. 1a shows N,N-
dimethylformamide (DMF) size exclusion chromatography
(SEC) traces of PGMA,5-CEPA, PGMA,;-PAMA, 5-CEPA, and
PGMA 5-PAMAg ;-CEPA. The SEC trace shifted slightly to a
lower elution volume (higher molecular weight) after the
RAFT polymerization of AMA, indicating the successful chain
extension of PAMA. Relatively narrow molecular weight distri-
butions (M,,/M, < 1.36) were observed in all cases, suggesting
minimal occurrence of branching during the AMA polymeriz-
ation. Fig. 1b shows 'H NMR spectra of PGMA,;-CEPA,
PGMA,5-PAMA, s-CEPA, and PGMA,5-PAMAg ;-CEPA. The
presence of proton signals at 5.90 ppm (peak b) and
5.20-5.50 ppm (peak a) confirms the retainment of the allylic
units after RAFT polymerization. A random-type vinyl-functio-
nalized macro-RAFT agent (P(GMA,4-c0-AMA5)-CEPA) was also
synthesized directly by RAFT solution polymerization of GMA
and AMA. SEC analysis confirmed a number-average mole-
cular weight (M,) of 18.7 kg mol™" and a dispersity of 1.29.
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-functionalized macro-RAFT agents by RAFT solution polymerization. (b)

Schematic illustration of the synthesis of cross-linked block copolymer nanoparticles by photoinitiated aqueous RAFT dispersion polymerization of

HPMA using PGMA-PAMA-CEPA as the macro-RAFT agent.
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Fig. 1 (a) DMF SEC traces and (b) 'H NMR spectra of PGMA,5-CEPA, PGMA 45-PAMA, 5-CEPA, and PGMA 45-PAMAg 3-CEPA.

The 'H NMR spectrum of P(GMA,4-co-AMA;)-CEPA also veri-
fied the presence of the allylic unit in the macro-RAFT agent

(Fig. S171).

Aqueous photoinitiated RAFT dispersion polymerization
mediated by vinyl-functionalized macro-RAFT agents

For comparison, PGMA,s-CEPA was first used to mediate
aqueous photoinitiated RAFT dispersion polymerization of
HPMA (15% w/w) at room temperature with the [HPMA]/
[PGMA,5-CEPA] ratio ranging from 100 to 250. Sodium phenyl-
2,4,6-trimethylbenzoylphosphinate (SPTP) was used as the
water-soluble photoinitiator under purple light irradiation (4 =
405 nm, 0.45 mW cm™2). In each case, high monomer conver-
sion (>99%) was achieved within 30 min of purple light
irradiation. The obtained polymers could be fully dissolved in
DMF and were analyzed by DMF SEC. SEC analysis indicated
that moderate RAFT control was achieved, with an increase in

molecular weight and relatively broad molecular weight distri-
butions being observed (Fig. 2e). The relatively high dispersi-
ties (My/M,, = 1.33-1.73) can be attributed to the presence of a
small amount of dimethacrylate impurity in the HPMA
monomer that leads to light branching during the polymeriz-
ation.”” It should be noted that the tailing of SEC traces at
20-23 mL should be attributed to the presence of a certain
amount of unreacted macro-CTA and this also increases the
dispersities. At the [HPMA]/[PGMA,5s-CEPA] ratio of 100,
spherical micelles mixed with worms were formed (Fig. 2a).
When the [HPMA]/[PGMA,;-CEPA] ratio was increased to 150
or 200, mixed morphologies of bilayers and vesicles were
observed (Fig. 2b and c). Further increasing the [HPMA]/
[PGMA,5-CEPA] ratio to 250 led to the formation of pure vesi-
cles (Fig. 2d). These results are similar to those found in our
previous research on aqueous photoinitiated RAFT dispersion
polymerization of HPMA.**>®
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Fig. 2 (a—d) TEM images of block copolymer nanoparticles prepared by photoinitiated RAFT dispersion polymerization of HPMA (15% w/w) in water
using PGMA 45-CEPA with different [HPMA]/[PGMA,45-CEPA] ratios. () DMF SEC traces of block copolymers synthesized by photoinitiated RAFT dis-
persion polymerization of HPMA (15% w/w) in water using PGMA45-CEPA with different [HPMA]/[PGMA 45-CEPA] ratios.
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The vinyl-functionalized macro-RAFT agents, PGMA,;-
PAMA, ;-CEPA and PGMA,;-PAMAg ;-CEPA, were then
employed to mediate aqueous photoinitiated RAFT dispersion
polymerization of HPMA (15% w/w) at room temperature with
different [HPMA]/[macro-RAFT] ratios. "H NMR analysis con-
firmed that near quantitative monomer conversion was
achieved in each case after 30 min of light irradiation. In all
cases, colloidally stable dispersions were obtained. Fig. 3
shows TEM images of the formed block copolymer nano-
particles. Mixed morphologies of spheres and short worms
were observed at the [HPMA]/[macro-RAFT] ratio of 100 (Fig. 3a
and e). At the [HPMA]/[macro-RAFT] ratio of 150, mixed mor-
phologies of spheres, short worms, and bilayers were observed
(Fig. 3b and f). When the [HPMA]/[macro-RAFT]| ratio was
increased to 200, vesicles mixed with bilayers were formed
(Fig. 3c and g). Further increasing the [HPMA]/[macro-RAFT]
ratio to 250 led to the formation of pure vesicles (Fig. 3d and
h). These results suggest that the DP of the PAMA block
should have little influence on the morphology of block copo-
lymer nanoparticles. However, we found that the block copoly-
mer nanoparticles prepared by using PGMA,s-PAMA,-CEPA
cannot dissolve in DMF (a good solvent for both PGMA-PAMA
and PHPMA) for SEC analysis. We hypothesized that the allylic
units of the macro-RAFT agent could participate in the RAFT
dispersion polymerization of HPMA to form a cross-linked
network within the block copolymer nanoparticles and this
will be demonstrated in the following section. It should be
noted that the in situ preparation of cross-linked block copoly-
mer nanoparticles by RAFT-PISA has been reported by other
groups.'”?*%°7%? For example, the An group*>®® reported the
synthesis of cross-linked worms and vesicles by RAFT dis-
persion polymerization by adding an asymmetrical cross-linker
such as AMA in the polymerization system. Chen et al.®" also
synthesized pH- and reduction-responsive vesicles by
RAFT-PISA by adding a symmetrical cross-linker with lower
reactivity. However, the direct preparation of cross-linked block
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copolymer nanoparticles by RAFT-PISA using a vinyl-functiona-
lized macro-RAFT agent has not yet been reported before.

With this established approach, one can directly prepare
cross-linked block copolymer nanoparticles with various mor-
phologies. For a typical PISA formulation, some important
parameters such as the length of the stabilizer block have
proved to affect the morphology of block copolymer nano-
particles significantly.’®® Herein, we also investigated the
effect of the stabilizer block on the morphology of cross-linked
block copolymer nanoparticles. PGMA;,-PAMAg o-CEPA
(Fig. S21) and PGMA;¢-PAMA, 5-CEPA (Fig. S31) were also syn-
thesized and employed to mediate aqueous photoinitiated
RAFT dispersion polymerization of HPMA (15% w/w) with the
[HPMA]/[macro-RAFT] ratio ranging from 100 to 250. Fig. 4a-d
show block copolymer nanoparticles prepared by using
PGMA;,-PAMAg -CEPA with different [HPMA]/[macro-RAFT]
ratios. At the [HPMA]/[macro-RAFT] ratio of 100, worms mixed
with bilayers were formed (Fig. 4a). At the [HPMA]/[macro-
RAFT] ratio of 150, bilayers were observed (Fig. 4b). Pure vesi-
cles could be obtained when the [HPMA]/[macro-RAFT] ratio
reached 200 or higher (Fig. 4c and d). By using PGMA;e-
PAMA, 5-CEPA as the macro-RAFT agent, pure spheres were
formed at the [HPMA]/[macro-RAFT] ratio of 200 or lower
(Fig. 4e-g). Further increasing the [HPMA]/[macro-RAFT] ratio
to 250 led to the formation of a mixed morphology of spheres
and necklace-like (or worm-like) particles (Fig. 4h). The neck-
lace-like particles should be formed from the incomplete
fusion of spherical micelles. The results in Fig. 3 demonstrated
that the minor difference in the degree of polymerization (DP)
of the PAMA block should have little influence on the mor-
phology of block copolymer nanoparticles. Comparing Fig. 3e—
h and 4, it can be concluded that using a longer stabilizer
block should facilitate the formation of lower-order mor-
phologies. This is because the longer stabilizer block can
provide more efficient steric stabilization toward micelles,
which can inhibit the fusion between micelles and therefore

Fig. 3 (a—d) TEM images of block copolymer nanoparticles prepared by photoinitiated RAFT dispersion polymerization of HPMA (15% w/w) in water
using PGMA45-PAMA, 5-CEPA with different [HPMA]/[macro-RAFT] ratios. (e—h) TEM images of block copolymer nanoparticles prepared by photoini-
tiated RAFT dispersion polymerization of HPMA (15% w/w) in water using PGMA45-PAMAg 3-CEPA with different [HPMA]/[macro-RAFT] ratios.
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Fig. 4 (a—d) TEM images of block copolymer nanoparticles prepared by photoinitiated RAFT dispersion polymerization of HPMA (15% w/w) in water
using PGMA35-PAMAg o-CEPA with different [HPMA]/[macro-RAFT] ratios. (e—h) TEM images of block copolymer nanoparticles prepared by photoi-
nitiated RAFT dispersion polymerization of HPMA (15% w/w) in water using PGMAsg-PAMA, s-CEPA with different [HPMA]/[macro-RAFT] ratios.

the formation of lower-order morphologies. Besides the length
of the stabilizer block, monomer concentration is another
important parameter that affects the morphology of block
copolymer nanoparticles prepared by PISA.** In this study, a
morphological phase diagram was also constructed for block
copolymer nanoparticles prepared by aqueous photoinitiated
RAFT dispersion polymerization of HPMA mediated by
PGMA,5-PAMAg ;-CEPA via the systematic variation of the
[HPMA]/[macro-RAFT] ratio and the HPMA concentration. As
shown in Fig. 5, this morphological phase diagram is concen-
tration-dependent, which is similar to traditional PISA
formulations.*>** Only mixed morphologies of spheres and
worm-like particles could be accessed at the HPMA concen-
tration of 10% w/w. This can be attributed to the reduced
possibility of fusion between particles that inhibits the for-
mation of higher-order morphologies. Pure vesicles were typi-
cally observed at the [HPMA]/[macro-RAFT] ratio of 200 or
higher with the HPMA concentration of 15% w/w or higher. It

300

250+

200+

150+

[HPMA]/[macro-RAFT]

100+

1
HPMA concentration (% w/w)

should be noted that cross-linked block copolymer nano-
particles could be obtained in all cases regardless of the
[HPMA]/[macro-RAFT] ratio and the HPMA concentration. In
other previously reported PISA formulations with AMA being
added as an asymmetrical cross-linker,**®° it was found that
the presence of AMA had no influence on the morphology of
block copolymer nanoparticles. This can be attributed to the
low reactivity of the allyl group of AMA that can delay the
occurrence of cross-linking during the polymerization.
Therefore, it is expected that the allyl groups in the PGMA,s-
PAMAg ;-CEPA macro-RAFT agent should also mainly be
involved in the late stage of polymerization.

To further understand the effect of allylic units on the
polymerization process, the polymerization kinetics of
aqueous photoinitiated RAFT dispersion polymerization of
HPMA (15% w/w) mediated by PGMA,5-CEPA or PGMA,;-
PAMAg ;-CEPA ([HPMA]/[macro-RAFT] = 250) were then ana-
lyzed. Aliquots were extracted at pre-determined time intervals

Fig. 5 Morphological phase diagram of block copolymer nanoparticles prepared by photoinitiated RAFT dispersion polymerization of HPMA
mediated by PGMA,5-PAMAg 3-CEPA by varying the HPMA concentration and the [HPMA]/[macro-RAFT] ratio. Phase regions consist of spheres (S),

worms (W), bilayers (B), and vesicles (V).
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under a nitrogen atmosphere and diluted with D,O for 'H
NMR analysis. High rates of polymerization were observed in
both cases with near quantitative monomer conversion being
achieved within 15 min of light irradiation (Fig. 6a). This can
be attributed to the fast decomposition of SPTP under purple
light irradiation.®” It was found that the presence of allylic
units has little influence on the polymerization kinetics. Two
distinct regimes were observed in the corresponding In([M],/
[M]) vs. irradiation time plots (Fig. 6b), which is commonly
observed in other PISA formulations.”” After the micellar
nucleation stage, the polymerization using PGMA,5-PAMAg ;-
CEPA was slower than that using PGMA,5-CEPA. We hypoth-
esized that the reaction of allylic units would lead to the gene-
ration of cross-linked micelles that inhibits the diffusion of
monomers into the micellar cores and therefore the decrease
in polymerization rate. Moreover, the well-known stability of
the allylic radicals could also play a role in the slower kinetics
of polymerization.®® Although cross-linked block copolymer
nanoparticles formed at the end of polymerization when using
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PGMA,5-PAMAg 3-CEPA, soluble copolymers generated during
the polymerization could still be analyzed by SEC. In this case,
the polymers obtained at 9 min or before could be dissolved in
DMF for SEC analysis. As shown in Fig. 6¢, M,, increased line-
arly with monomer conversion, although relatively broad mole-
cular weight distributions were observed throughout the
polymerization. Fig. 6d shows SEC traces of these samples,
and an obvious high-molecular-weight shoulder was observed
in the SEC trace obtained at 2 min, suggesting that branching
has occurred at this time point. The SEC results indicate that
the pendent allylic units in the macro-RAFT agent were par-
tially involved in the RAFT dispersion polymerization of HPMA
during the early stage, which can be attributed to the relatively
low reactivity of the allylic units.®® This is important since a
denser cross-linked network formed in the early stage would
limit the chain re-organization and the subsequent morpho-
logical transition.’>°>%* The tailing of SEC traces at 20-23 mL
should also be attributed to the presence of a certain amount
of unreacted macro-CTA. The withdrawn samples were also

(allOO- —=—PGMA,-PAMA, -CEPA = (b)s = OGN R AV CHEA
S 1 ——PGMA, CEPA " e PGMA ,-CEPA
[ 80"
2
2 60 £ 31
% =
Q
5 401 2
g
g 1
S 204 T
=
0 A L] b L] > ] x L] o T - 1 x L] 0 b * L] L T o L] L] b T L] L
0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14 16
Time (min) Time (min)
100
n — P(iMAJ;l’AMAx ,-CEPA
(C) -5 (d) 2min - B —
4 min
80- ~—6min\l/
7 min
“S -4 Smin
g 604 (i —— 9 min
E; <
- 3
= 401
-2
204
. — ]
0 20 40 60 80 12 14 16 18 20 22 24

Monomer conversion (%)

Elution volume (mL)

Fig. 6 (a) Polymerization kinetics for aqueous photoinitiated RAFT dispersion polymerization of HPMA (15% w/w) mediated by PGMA,45-CEPA or

PGMA,5-PAMAg 3-CEPA with the [HPMA]/[macro-RAFT] ratio of 250. (b) Plots of In([M]y/[M]) vs. irradiation time for aqueous photoinitiated RAFT dis-
persion polymerization of HPMA (15% w/w) mediated by PGMA45-CEPA or PGMA,5-PAMAg 3-CEPA with the [HPMA]/[macro-RAFT] ratio of 250. (c)
Evolution of M,, and M,,/M,, with monomer conversion for samples obtained during the aqueous photoinitiated RAFT dispersion polymerization of
HPMA (15% w/w) using PGMA45-PAMAg 3-CEPA. (d) DMF SEC traces of polymers obtained at different times during the aqueous photoinitiated RAFT
dispersion polymerization of HPMA (15% w/w) using PGMA,45-PAMAg 3-CEPA.
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Fig. 7 (a—e) TEM images of polymer nanoparticles obtained during the kinetic study of aqueous photoinitiated RAFT dispersion polymerization of
HPMA (15% w/w) mediated by PGMA45-PAMAg 3-CEPA with the [HPMA]/[macro-RAFT] ratio of 250. (f—j) TEM images of polymer nanoparticles
obtained during the kinetic study of aqueous photoinitiated RAFT dispersion polymerization of HPMA (15% w/w) mediated by PGMA,5-CEPA with

the [HPMA]/[macro-RAFT] ratio of 250.

diluted with water and characterized by TEM, as shown in
Fig. 7. In the case of using PGMA,5-PAMAg ;-CEPA (Fig. 7a-e),
the morphology transformed from spheres and short worms at
4 min (monomer conversion = 19.4%) to a mixed morphology of
spheres, worms, and bilayers at 5 min (monomer conversion =
28.5%). At 6 min (monomer conversion = 35.6%), spheres
mixed with vesicles were observed. As the polymerization pro-
ceeded further, pure vesicles were formed after 7 min
(monomer conversion = 44.9%). A similar morphological tran-
sition process was observed for the polymerization using
PGMA,5-CEPA (Fig. 7f-j), suggesting that the pendent allylic
units in the macro-RAFT agent have little influence on the
morphological transition during the PISA process.

Since the allylic units can participate during RAFT dis-
persion polymerization of HPMA, it is expected that the distri-
bution of allylic units in the macro-RAFT agent should also
have significant effects on the PISA process as well the mor-
phology of polymer nanoparticles. The random-type macro-
RAFT agent, P(GMA,;-co-AMA;)-CEPA, was then used to
mediate aqueous photoinitiated RAFT dispersion polymeriz-
ation of HPMA (10% w/w) with the [HPMA]/[macro-RAFT] ratio
ranging from 150 to 300. At the [HPMA]/[macro-RAFT] ratio of
150, aggregates of vesicles with large sizes were observed
(Fig. 8b). When the [HPMA]/[macro-RAFT] ratio was increased
to 200 or higher, it led to the formation of pure vesicles
(Fig. 8c-e). For comparison, PGMA,5;-PAMA, s-CEPA and
PGMA,5-PAMAg ;-CEPA were also employed to mediate
aqueous photoinitiated RAFT dispersion polymerization of
HPMA (10% w/w). As shown in Fig. S4,1 spheres mixed with
necklace-like particles were formed at all investigated [HPMA]/
[macro-RAFT] ratios. These results suggest that the random
distribution of vinyl groups in the macro-RAFT agent could
facilitate the formation of higher-order morphologies. This
can be explained by the fact that the random grafted PHPMA
chains in the macro-RAFT agent could promote the bridging
between particles (Fig. 8a),>*”° which has proved to be a criti-
cal step for the formation of higher-order morphologies.®”
This effect can be suppressed when using the block-type vinyl-
functionalized macro-RAFT agent. Under aqueous RAFT dis-
persion polymerization conditions, the main polymerization

718 | Polym. Chem., 2025, 16, 712-723

locus should be inside the monomer-swollen micelles after the
nucleation stage.”” Therefore, the pendent allylic units in the
block-type vinyl-functionalized macro-RAFT agent should be
consumed faster than those in the random-type vinyl-functio-
nalized macro-RAFT agent. However, we failed to determine
the conversion of the allylic units by "H NMR spectroscopy
due to the low content of allylic units in the polymerization
system. Nevertheless, the distribution of vinyl groups in the
macro-RAFT agent can be an effective parameter to tune mor-
phologies of cross-linked polymer nanoparticles prepared by
RAFT-PISA. P(GMA,4-c0-AMA;)-CEPA can also be employed to
synthesize inverse morphologies by increasing the HPMA con-
centration to 20% w/w (Fig. 8f-i), which is challenging for
aqueous photoinitiated RAFT dispersion polymerization using
other macro-RAFT agents.

The polymerization kinetics of aqueous photoinitiated
RAFT dispersion polymerization of HPMA (10% w/w, [HPMA]/
[macro-RAFT] = 250) using P(GMA,,-co-AMA;)-CEPA were also
analyzed. Similar to the case of using PGMA,5-PAMAg ;-CEPA,
a high polymerization rate was also observed with quantitative
monomer conversion being achieved within 15 min of light
irradiation (Fig. 9a). Despite less allylic units in P(GMA,,-co-
AMA;)-CEPA than in PGMA,5-PAMAg 3-CEPA, the cross-linking
reaction occurred faster in the case of P(GMA,4-co-AMA;)-CEPA
and cross-linked polymers were obtained at a HPMA conver-
sion of 51.0% or higher. This can be explained by the fact that
the random distribution of allylic units in the macro-RAFT
agent should be beneficial for the formation of a cross-linked
polymer network. Soluble copolymers obtained at low HPMA
conversions were then analyzed by DMF SEC (Fig. 9b and c).
Upon increasing the polymerization time, the SEC trace
shifted to a lower elution volume (higher molecular weight),
suggesting the successful chain extension of PHPMA.
Multimodal SEC traces were observed in all cases, which can
be attributed to the grafting of PHPMA chains to the macro-
RAFT agent. Samples obtained at different times were also ana-
lyzed by TEM. As shown in Fig. 9d-g, spheres were observed at
6 min or before (monomer conversion of 38.7% or lower) and
sharply evolved to vesicles at 7 min (monomer conversion of
51.0%). Different from the cases of PGMA,s-CEPA and
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Fig. 8 (a) Schematic illustration of aqueous photoinitiated RAFT dispersion polymerization of HPMA using P(GMA-co-AMA)-CEPA as the macro-
RAFT agent. (b—e) TEM images of polymer nanoparticles prepared by aqueous photoinitiated RAFT dispersion polymerization of HPMA (10% w/w)
using P(GMA4-co-AMA;)-CEPA with different [HPMA]/[macro-RAFT] ratios. (f—i) TEM images of polymer nanoparticles prepared by aqueous photoi-
nitiated RAFT dispersion polymerization of HPMA (20% w/w) using P(GMA 44-co-AMA;)-CEPA with different [HPMA]/[macro-RAFT] ratios.
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Fig. 9 (a) Polymerization kinetics for aqueous photoinitiated RAFT dispersion polymerization of HPMA (10% w/w) mediated by P(GMA44-co-AMAs)-
CEPA with the [HPMA]/[macro-RAFT] ratio of 250. (b) Evolution of M, and M,,/M, with monomer conversion for samples obtained during the
aqueous photoinitiated RAFT dispersion polymerization of HPMA (10% w/w) using P(GMA44-co-AMA;)-CEPA. (c) DMF SEC traces of polymers
obtained at different times during the aqueous photoinitiated RAFT dispersion polymerization of HPMA (10% w/w) using P(GMA44-co-AMA;)-CEPA.
(d—g) TEM images of polymer nanoparticles obtained during the kinetic study of aqueous photoinitiated RAFT dispersion polymerization of HPMA
(10% w/w) using P(GMA 44-co-AMA;)-CEPA.

PGMA,5-PAMA, ;-CEPA, no worm phase was observed at all higher-order morphologies under PISA conditions.”” During
investigated irradiation times. It is well known that the fusion the early stage of polymerization (prior to cross-linking), the
between particles is critical for the morphological evolution to random distribution of allylic units in the macro-RAFT agent
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Fig. 10 (a and c) TEM images and (b) DLS distributions of PGMA,5-PAMA, 5-PHPMA,q, vesicles before and after dispersing in DMF. (d and f) TEM
images and (e) DLS distributions of PGMA45-PAMAg 3-PHPMA,(, vesicles before and after dispersing in DMF. (g and i) TEM images and (h) DLS distri-
butions of P(GMA44-co-AMAs)-PHPMA,q0 vesicles before and after dispersing in DMF.

would lead to the generation of grafted copolymers with ran-
domly distributed PHPMA side chains. According to our pre-
vious studies on RAFT-PISA of non-linear polymers,”*’® such
structures should be beneficial for the fusion between particles
and therefore promote the formation of higher-order
morphologies.

Fig. 10 shows TEM images of PGMA,5-PAMA, s-PHPMA,,
vesicles (prepared at 20% w/w HPMA) (Fig. 10a and c),
PGMA ,5-PAMAg ;-PHPMA,, vesicles (prepared at 20% w/w
HPMA) (Fig. 10d and f), and P(GMA,4-co-AMA;)-PHPMA,,
vesicles (prepared at 10% w/w HPMA) (Fig. 10g and i) before
and after dispersing in DMF. It was found that the original ves-
icular morphologies were unchanged for these samples after
dispersing in DMF, indicating that these vesicles were cross-
linked after the polymerization. Dispersing these vesicles in
DMF all resulted in a significant increase in the intensity-
average diameter due to the swelling of vesicles in DMF
(Fig. 10b, e and h). These results suggest that cross-linking
occurred during aqueous photoinitiated RAFT dispersion
polymerization mediated by vinyl-functionalized macro-RAFT

720 | Polym. Chem., 2025, 16, 712-723

agents and therefore promotes the formation of cross-linked
block copolymer nanoparticles. The formed vesicles also
exhibited excellent long-range stability. For example, the
P(GMA,,-c0-AMA;)-PHPMA,, vesicles could maintain the ves-
icular morphology in water and DMF even after storage at
room temperature for 6 months (Fig. S57).

Seeded RAFT polymerization using the cross-linked block
copolymer nanoparticles as seeds

The above results demonstrate that one could easily prepare a
diverse set of cross-linked block copolymer nanoparticles by
RAFT dispersion polymerization using vinyl-functionalized
macro-RAFT agents. Since a certain number of RAFT groups
are embedded inside the core-forming block, the cross-linked
block copolymer nanoparticles can be used as seeds for
seeded RAFT polymerization to fabricate multicompartment
block copolymer nanoparticles with unique morphologies.
Firstly, PGMA,5-PAMA, 5-PHPMA,,5 worms (Fig. 11a) pre-
pared at a HPMA concentration of 20% w/w were used as seeds
for aqueous photoinitiated seeded RAFT polymerization of
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Fig. 11 (a) TEM image of PGMA5-PAMA, s-PHPMA;,5 worms prepared by aqueous photoinitiated RAFT dispersion polymerization of HPMA (20%
w/w). (b and c) TEM images of polymer nanoparticles prepared by photoinitiated seeded RAFT polymerization of tBA in water using PGMA,5-
PAMA, 5-PHPMA 5 worms as seeds with the [tBA]/[PGMA,5-PAMA, s-PHPMA,5] ratio of (b) 100 or (c) 300. (d) TEM image of PGMA,5-PHPMA; 40
worms prepared by aqueous photoinitiated RAFT dispersion polymerization of HPMA (20% w/w). (e and f) TEM images of polymer nanoparticles pre-
pared by photoinitiated seeded RAFT polymerization of tBA in water using PGMA5-PHPMA; 50 worms as seeds with the [tBAl/[PGMA45-PHPMA 0]

ratio of (e) 100 or (f) 300.

tert-butyl acrylate (¢BA). Due to the hydrophobic nature of ¢BA,
the polymerization should proceed under seeded RAFT emul-
sion polymerization conditions.”* "H NMR analysis confirmed
that high monomer conversions were achieved within 1 h of
light irradiation. When the DP of P¢tBA was 100, the worm-like
morphology was maintained while the surface of worms
became rough (Fig. 11b). On increasing the PtBA DP to 300,

the surface roughness of worms also increased (Fig. 11c). This
can be explained by the fact that nanoscale phase separation
occurred inside worms during seeded RAFT polymerization of
tBA due to the incompatibility between PHPMA and PtBA.®>”>
Since the worm phase only occupies a very narrow region in
the PISA-based morphological phase diagram,*’ a minor vari-
ation of the core-forming block would lead to the change of

T e iR = som

Fig. 12 (a) TEM image of P(GMA44-co-AMAs)-PHPMA,5, vesicles prepared by aqueous photoinitiated RAFT dispersion polymerization of HPMA
(10% w/w). (b—e) TEM images of framboidal vesicles prepared by photoinitiated seeded RAFT polymerization of GlyMA in water using P(GMA44-co-
AMA;)-PHPMA;;5, vesicles as seeds with different [GlyMA]/[P(GMA44-co-AMAg)-PHPMA 5] ratios.

This journal is © The Royal Society of Chemistry 2025
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morphology. Therefore, we believe that the -cross-linked
network of worms should play an important role in maintain-
ing the worm-like morphology after seeded RAFT polymeriz-
ation of tBA. As a control experiment, non-cross-linked
PGMA,5-PHPMA,, worms (Fig. 11d) were also used as seeds
for seeded RAFT polymerization of ¢tBA. In this case, worms
fragmented into spherical micelles after seeded RAFT polymer-
ization due to the increased surface tension after the chain
extension of PtBA (Fig. 11e and f).”® Besides worms, P(GMA, -
c0-AMA;)-PHPMA,;5, vesicles (Fig. 12a) prepared at the HPMA
concentration of 10% w/w were also used as seeds for seeded
RAFT polymerization of glycidyl methacrylate (GlyMA) with
different PGlyMA DPs. It was found that phase separation
occurred within the vesicular membrane and framboidal vesi-
cles were formed at all investigated PGlyMA DPs (Fig. 12b-e).
Moreover, upon increasing the PGlyMA DP, the surface rough-
ness of vesicles was increased.

Conclusion

In summary, a series of vinyl-functionalized macro-RAFT
agents were synthesized by either the two-step RAFT polymeriz-
ation of GMA and AMA or the one-step RAFT copolymerization
of GMA and AMA. These macro-RAFT agents were then
employed in aqueous photoinitiated RAFT dispersion polymer-
ization of HPMA and cross-linked block copolymer nano-
particles with various morphologies were obtained. When
using the block-type macro-RAFT agent, the presence of vinyl
groups has little influence on the morphology of block copoly-
mer nanoparticles. In contrast, using the random-type macro-
RAFT agent could significantly promote the formation of
higher-order morphologies. The effects of various reaction
parameters on the morphology of block copolymer nano-
particles were investigated. It was found that a higher [HPMA]/
[macro-RAFT] ratio, a shorter length of the stabilizer block,
and a higher HPMA concentration facilitated the formation of
higher-order morphologies. Finally, cross-linked worms and
vesicles prepared by the aqueous photoinitiated RAFT dis-
persion polymerization using vinyl-functionalized macro-RAFT
agents could be used as seeds for seeded RAFT polymerization
of tBA or GlyMA. Nanoscale phase separation occurred within
cross-linked block copolymer nanoparticles that enables
further morphological control.
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