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Figure S1. 'H NMR spectra of PCL and PCL-Succ in CDCl;.
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Figure S2. 'TH-NMR spectrum of PHEA-g-RhB-g-SUCC-PCL copolymers in DMF-d7.
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Figure S3. Size Exclusion Chromatography (SEC) chromatograms for PCL-Succ (black line),

PHEA-RhB (red line) and PHEA-g-RhB-g-Succ-PCL graft copolymer (blue line) in DMF + LiBr

0.01M.
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Figure S4. FT-IR spectra of PCL-Succ (blue line), PHEA-g-RhB (red line), and PHEA-g-RhB-g-
Succ-PCL graft copolymer (black line). Each freeze-dried copolymer was analysed and spectra were

registered by a Bruker ALPHA FT-IR spectrometer (Bruker, Milan, Italy).



(a)
¢ opy
v
i 41
!‘." \
0.1 1 10 100 1000 10000 100 ° 1] el
Size (d.nm} Aparent Zets Potertal ()
Size (d.nm): %Intensity: St Dev (d.nm): o ) Ara i SOw i)
Z-Average (d.nm); 80,04 Peak1: 1016 100,0 4833 Zota Pomntal (Ve -3.59 Poeky: -9.95 1000 5w
Zota Doviation 590 Peak2 0.00 0.0 0.00
Pdl: 0.231 Peak 2: 0,000 0.0 0.000 s
Conductivity (mSicm): 00138 Peak3: 0.00 0.0 0,00
Intercept: 0,960 Peak 3: 0,000 0.0 0,000
Result quality : Good s Ay G
(b) 140000
. 120000
g - 100000
e g 20000
g 3 eof e
E T a0
200001
1000 10000 : -100 [ 100 200
Size (d.nm) Apparent Zeta Potental (m)
Size (d.nm): % Intensity: St Dev (d.nm): Mean (mv) Area (%) StDev (mV)
Z-Average (d.nm): 100,2 Peak 1: 1178 100,0 54,84 Zeta Potential (mV): 817 Peak 1: -815 909 439
Pdl 0234 Peak 2: 0,000 0.0 0,000 Zeta Deviation (mV): 4,94 Peak 22 -303 01 4.77e-7
Intercept: 0,964 Peak 3: 0,000 00 0,000 Conductivity (mSicm): 0,0192 Peak 3: 0,00 0.0 0,00
Result quality : Good Result quality : Cood
E g R i s e e R N e s e S e
Shtbsnnsnmadnsinssupiissssiiaain Bresiosmasadisusenmas 3
E ST
01 1 10 1000 10000 ¢ 100 o 100 200
Size (d.nm) Apparent Zets Potential (V)
Size (d.nm): % Intensity: 5t Dev (d.nm): Mean (mV) Area (%) St Dev (mV)
Z.-Average (d.nm): 1841 Peak 1: 2019 100,0 72,00 Zeta Potential (mV): 7,34 Peak 1: -7.34 100.0 627
Pdi: 0,173 Peak 2: 0,000 0.0 0.000 Zeta Deviation (mV): 6.27 Peak 2 0,00 0.0 0,00
Intercept: 0,973 Peak 3: 0,000 0.0 0,000 Conductivity (mSicm): 0.0130 Peak 3 0,00 00 0,00
Result quality : Good Result quality : o000

Figure S5. Distribution curves of mean size (intensity %) (left) and zeta potential (right) of sample
LPHFNPs before freeze-drying (a), and after freeze-drying and redispersion in bidistilled water (b)
or in a 10 mM NaCl aqueous solution (c). Both analyses were obtained by using a Malvern Zetasizer

NanoZS (Malvern Instruments).
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Figure S6. Distribution curves of mean size (intensity %) and zeta potential of sample
LPHFNPs@Roflumilast before freeze-drying (a), and after freeze-drying and redispersion in

bidistilled water (b) or in a 10 mM NaCl aqueous solution (c).
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Figure S7. Distribution curves of mean size (intensity %) and zeta potential of sample Man-
LPHFNPs before freeze-drying (a), and after freeze-drying and redispersion in bidistilled water (b)

or in a 10 mM NaCl aqueous solution (¢).
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Figure S8. Distribution curves of mean size (intensity %) and zeta potential of sample Man-
LPHFNPs@Roflumilast freeze-drying (a), and after freeze-drying and redispersion in bidistilled

water (b) or in a 10 mM NaCl aqueous solution (c).



