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Table S1. Stability of QTPlus-AM21 for multiple freeze-thaw cycles from -20°C to room temperature.

Freeze-Thaw Cycle | Mean Particle Diameter (hnm) | Particle Diameter STD | Average PDI
0 117.5 0.75 0.019
1 119.7 1.29 0.022
2 120.4 1.04 0.037
3 119.5 0.78 0.035
4 117.8 0.40 0.039
5 118.9 0.53 0.102
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Figure S1. Cell viability of MC38 treated with conditioned culture media from RAW?264.7. Briefly, 3x
10° of RAW?264.7 cells were treated with free AM21 or QTPlus-AM21 for 24 hours in the absence or
presence of Lug/ml of LPS. The conditioned culture media from RAW264.7 cells were collected and used
to treat MC38 cells for 72 hours. The untreated control in MC38 cells were incubated with conditioned
media from untreated RAW264.7 cells. The cell viability of MC38 treated with conditioned media from
RAW264.7 was performed by MTS assays using CellTiter 96® AQueous One Solution (Promega,
Madison, WI) per manufacturer’s protocol.
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Figure S2. Biodistribution of QTPIus. Briefly, 500 ug of QTPlus encapsulating 16-mer ASO labeled with
1% DiR lipophilic tracer was intravenously injected into nude mice 24 hours prior to the necropsy and
imaging. Organs from untreated and treated mice were collected and imaged under IVIS Lumina 1l
(PerkinElmer Inc., Waltham, MA, USA) with an excitation wavelength of 710 nm and an emission
wavelength of 814 nm.
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Figure S3. Tumor growth on individual C57BL/6 mice treated saline, 3mg/kg QTPlus-Ctrl, 3mg/kg
QTPIlus-AM21, 10mg/kg ATZ, and QTPlus-AM21/ATZ combination (3mg/kg QTPlus-AM21 and
10mg/kg ATZ) every 3 days for 5 doses.
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