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Table S1. Details of P-(1-3) polymers synthesis.

CTA HEA AIBN THF Conv® Mn, NMR? M, th

(mL) (%)  (gmol?) (gmol?)

Product Eq " = . " v - " =
(mmol)  (mg) 4 (mmol) (mL) "9 (mmol) (mg)

P-1 1.0 2.0 416.6 224 4438 515 0.1 0.2 328 10.0 96.0 3500.0 2707.5
P-2 1.0 1.0 208.3 44.8 44.8 515 0.1 0.1 164 100 98.0 5800.0 5218.6

P-3 1.0 05 1042 89.6 448 515 0.1 0.0 82 100 970 8700.0 10209.2
"Determined by 'H NMR.

Table S2. Details of PT-(1-3) polymers synthesis.

PHEA NIPAAm AIBN THF  Conv* M, th

% . 1
Substrate Eq (mIIIlIOI) (nTg) Eq (mxr;uol) m(g Eq (mrrrllol) (n?g) (mL) (%) (g'mol)

Product

PT-1 P-1 1.0 0.14 370.8 645 8.84 1.0 0.01 0.001 0.16 4.5 89.0 9206.1
PT-2 P-2 1.0 0.12 600.8 76.8 8.84 1.0 0.01 0.001 0.16 45 85.0 12601.9

PT-3 P-3 1.0 0.09 890.8 1013 8.84 1.0 001 0.001 016 45 82.0 19607.0
“Determined by 'H NMR.

Table S3. Details of PTF-(1-3) polymers synthesis.

DMSO Convih M nth

PHEA-b-PNIPAA FA D DMAP
b-PN m CC M (mL) (0/0) (g-mol'l)
Product -y
ub- n m n m n m n m
strate Eq (mmol) (mg) Eq (mmol) (mg) Eq (mmol) (mg) Eq (mmol) (mg)

PTF-1 PT-1 1.0 0.033 300.0 10.2 0.331 1463 11.1 0362 746 11 0.036 4.4 6.0 100.0 13695.5

PTF-2 PT-2 1.0 0.024 300.0 11.9 0.283 1247 13.0 0311 641 13 0.031 3.8 6.0 100.0 17840.0

PTF-3 PT-3 1.0 0.015 300.0 156 0.239 1055 172 0263 543 1.7 0.026 32 6.0 100.0 26502.1

aDetermined by 'H NMR.



Table S4. Thermal properties of the polymers.

Sample ID Maximum of the degradation rate Residue at 800 °C T
(°C) (%) (°C)
P-1 440 51 -2.1
P-2 440 4.8 -3.3
P-3 440 5.6 -5.3
PT-1 415 3.7 82.0
PT-2 415 2.8 94.0
PT-3 415 4.2 83.2
PTF-1 405 5.3 119.1
PTE-2 405 7.4 108.2
PTE-3 410 7.1 103.5
PTF-1_5FU 395 79 -
5FU 310 54 -

“Determined by DSC from the second heating run performed with a heating rate of 10 °C-min-'.

Table S5. Calculations of content of folic acid.

A (y)- Cpolymer (mg-mL~) cra (mg-mL7) (x)? Y%wt (%)°
PTF-1 1.04 0.2 0.0193 9.65
PTEF-2 1 0.2 0.0185 9.23
PTE-3 0.84 0.2 0.0151 7.56

¢ Maximum absorbance taken from UV-Vis spectra of polymers in conc. cpolymerin deionized water at 25 °C.
b Concentration of folic acid calculated from calibration curve of folic acid in H20 (y = 0.048 x + 0.114).
< %wt = (Cpolymer : CFA) - 100%
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Figure S1. '"H NMR spectrum of exemplary PHEA polymer, P-1, in DMSO-ds.
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Figure S2. 'H NMR spectrum of exemplary PHEA-b-PNIPAAm polymer, PT-1, in DMSO-d.
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Figure S4. The juxtaposition of ATR-FT IR, and folic acid (magnification of the region below 1900 cm™) — left, and
FT IR (in CHCIs) — right — spectra of PT-2, PTF-2, PT-3, PTF-3 polymers.



0.08

—PT-1
PT-2
=—PT-3

Absorbance [a.u]

250 300 350 400 450
Wavenumber [nm]

Figure S5. UV-Vis spectra of PHEA-b-PNIPAAm polymers, PT-(1-3), in conc. 0.2 mg-ml" in deionized water
at 25 °C.
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Figure S6. UV-Vis spectra of PT-1, PT-2, PT-3, PTF-1, PTF-2, and PTE-3 polymers in conc. 0.2 mg-mL-! in deionized
water at 25 °C.
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Figure S7. Normalized SEC-RI traces (A, C) and SEC-UV traces (B, D) of PHEA, PHEA-b-PNIPAAm, and
P[(HEA-FA)-ran-(HEA)]-b-PNIPAAm polymers.
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Figure S8. TG curves (top panel) and DTG curves (bottom panel) of P-1, PT-1, PTF-1, PTF-1 with 5-
FU, and 5-FU.
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Figure S9. TG curves (top panel) and DTG curves (bottom panel) of P-2, PT-2, and PTF-2.
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Figure S10. TG curves (top panel) and DTG curves (bottom panel) of P-3, PT-3, and PTF-3.
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Figure S11. MADLS (size by number) measurements data of prepared polymers, PT-(1-3) and PTF-(1-

3), with or without presence of 5-FU.

Figure S12. TEM images of polymers modified with folic acid.



