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Cell Preparation

The human primary GBM cell line P5 was obtained according to a protocol approved
by the Taipei Medical University (TMU) Internal review board (approval no. 201006011)
[1]. The P5-TMZ-R was resistant cell line to temozolomide (TMZ), derived from P5. Both
P5 and P5-TMZ-R brain cancer cells were maintained and cultured according to their pre-
vious reports [2]. Briefly, cells were incubated in Dulbecco’s modified Eagle’s medium
(Thermo Fisher Scientific, Waltham, MA, USA) with 10% fetal bovine serum (Thermo
Fisher Scientific), 1% antibiotic-antimycotic solution (Corning). P5-TMZ-R cells were
maintained in the same culture medium containing 50uM TMZ (Sigma-Aldrich, St. Louis,
MO, USA). The human cell line U87 was purchased from American type culture collection
(Manassas, VA, USA) and incubated in Eagle’s Minimum Essential Medium (EMEM) with
10% fetal bovine serum (Thermo Fisher Scientific), 1% non-essential amino acids
(GeneDirex, Inc.,), 1% Sodium pyruvate (GeneDirex, Inc.,) and 1% antibiotic-antimycotic
solution (Corning). All cells were incubated in a humid atmosphere at 37°C and 5% CO..
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Figure S1. Intensity ratio (1334/I328) from the pyrene emission spectra as a function of HA-SS-
PLGA concentration (Log concentration).

Table S1. The mean particle size, PDI, Zeta potential, DL (%) and EE (%) of empty and AUY922-
loaded micelles at 25 °C.
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Figure S2. Cell cycle analysis of free AUY922, NP-AUY922, and TF-NP-AUY922 using P5 and P5-
TMZ-resistant cancer cells after treating for 48h (at 10 nM AUY922 concentration).
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Rhodamine

Figure S3. Cellular uptake of Rhodamine B encapsulated micelle using fluorescence microscopy
after incubating for the 3h using P5 and P5-TMZ-R brain cancer cells.
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Figure S4. Cellular up take of Rhodamine B encapsulated micelle using flow cytometry after 3h of incubation. Competitive
inhibition assay was done in the presence of free Transferrin, hyaluronic acid, or both. Note: - free Transferrin and hyalu-
ronic acid were incubated with the P5-and P5-TMZ-R brain cancer cells for the 1h before treating with the Rhodamine B
encapsulated micelle.
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Figure S5. Transferrin (CD71) and Hyaluronic acid (CD44) receptor expression in P5, P5-TMZ-R, and U87 brain cancer

cells.
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Figure S6. In vivo biodistribution study of (A) NP-cypate (B) TE-NP-cypate in U87 tumor-bearing NOD-SCID mice at 0,
1, 3, 6, and 24 h of post-injection.
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Figure S7. Western blot densitometry & uncropped blots. All expression ratio is done by dividing treated groups to control
groups. Finally, all the expression ratio was normalized using B-actin.
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