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Scheme 1: Schematic representation of the phase changed nanodroplets into
microbubbles after the application of focused ultrasound or heating
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Scheme 2: Graphical representation of the acoustic cavitation induced biophysical
effects on endothelial cells.

Sample (lipid ratio) %PFC core, Size in ND:FBS

%drug solution (nm)
SV501 (93:7) 1% PFP, - 221.3 + 12.43 95.27 + 1.1

SV502 (93:7) 1% PFP, 1% SN-38 143.9 + 34.1 99.73 + 1.08
SV503 (93:7) 1% mix, - 107.5 + 2.77 93 +1.64
SV504 in FBS 1% mix, 1% SM-38 123.87 + 2.01 114.23 + 2.93
SYERCEN) 1% PFH, - 88.29 + 1.2 88.15 + 10.01
SV506 in FBS 1% PFH, 1% SM-38 141.4 + 1.9 118.0 5.6

Table 1: Nanodroplet size measurement with different PFC core and/or drug
loading. The size was also measured in an FBS solution to assess the stability after
the in vivo injection

Picture 1: Nanodroplet images after heating in  £icture _2: HSC image after FUS

Amplifier 42°C: (left) O min image; (right) 10 min image.  2@Pplication in the ND solution. This is

a single bubble capture.
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Scheme 3: Cell culture setup to assess
the BBB permeation after the T -
administration of nanodroplets and the
application of focused ultrasound.
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Picture 3: NMR spectrum of the SN-38 NDs with a PFC mixture core. It is
evident that both PFH and PFP coexist in the formulation core.

-115 -120 .




