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Figure S1. FT-IR spectra of PMPC, BCP, BCP-TPZ, and TPZD.
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Figure S2. (A) GPC curves of PMPC, BCP, and BCP-TPZ. (B) UV-VIS spectra of PMPC, BCP,

and BCP-TPZ. (C) UV-VIS spectra of TPZD in PBS with different concentrations. (D) Standard

calibration curve and calculation formula of TPZD.

Table S1. Composition and characterization of PMPC, BCP, and BCP-TPZ.

Polymer Mn (g/mol) Size (nm)/D
'HNMR? GPC’® PDI 05mg/mL 05mg/mL? [ mgmLt [mgmL! 2mg/mL® 2 mg/mLd
Poly(MPC),, 13860 7500 1.50 - - = - - &
P(MPC),;-b-(DEGMA y-co- 26260 12850 1.87 38/0.11 38/0.13 34/0.057  36/0.047 36/0.046 39/0.061

FPMA,,), BCP
P(MPC),,-b-(DEGMA ,-co- 31790 18260 1.83  51/0.17 54/0.17 59/0.17  57/0.18  58/0.19  59/0.18
[(FPMA-g-TPZD)..], BCP-TPZ

= Calculated from 'H NMR signal integration. # Obtained from aqueous GPC using 0.2 M NaNO;, 0.01M Na;PO, in Milli-Q water with 200 ppm NayN (pH = 8) as an eluent. ¢ DLS tested at 25 5C. YDLS tested at 37 °C.
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Figure S3. Boltz fitting of pyrene 1:3 ratio (/;/5) versus concentration of copolymers in aqueous

solution: (A) BCP and (B) BCP-TPZ.
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Figure S4. (A) Hydrodynamic size distribution of (A) BCP micelles and (B) BCP-TPZ micelles at

different concentrations at 25 ‘C. (C) Hydrodynamic size distribution comparison of BCP micelles



under pH 7.4 and 5.5 at 37 °C. (D) Hydrodynamic size distribution comparison of BCP-TPZ

micelles under pH 7.4 and 5.5 at 37 °C.

Table S2. Zeta potentials of BCP and BCP-TPZ micelles under pH 7.4 and 5.5.

Zeta Potentials (mV)

Micelles®
pH 7.4 pH 5.5
BCP -23.67 =2.00 -23.40 =243
BCP-TPZ -2587 £ 1.85 -27.50 = 0.20

“BCP and BCP-TPZ micells prepared in deionized water at 0.5 mg/mL.
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Figure S5. Dose-response curves of different formulations against (A) HeLa cells under normoxic

and hypoxic conditions; (B) HepG2 cells under normoxic and hypoxic conditions. Data shown are

means + S.D., n=5.

Table S3. Cytotoxicity of BCP-TPZ and TPZD against HeLa and HepG2 cells under

normoxic/hypoxic conditions.



Cytotoxicity (IC50, pM)

Compound
HeLa-Normoxia HeLa-Hypoxia HCR? HepG2-Normoxia HepG2-Hypoxia HCR?
BCP-TPZ 61.6 4.5 13.7 47.2 3.5 13.5
TPZD 6.8 1.7 4.0 9.9 3.0 3.3

%Hypoxia cytotoxicity ratio, HCR =ICs, (normoxia)/ICs, (hypoxia).
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Figure S6. Cytotoxicity evaluation of BCP copolymer under normoxic and hypoxic condition

against (A) HeLa cells and (B) HepG2 cells. Data shown are means + S.D., n = 5.



