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Figure S1 Optimization of drug loading in RaNP. The drug loading efficiency (LE)
and the encapsulation efficiency (EE) of RaNP when different w/w of rapamycin (5%,
10%, and 15%) was added (n=3).
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Figure S2 Semi-quantitation analysis of results in Figure 21 (***P<0.001).
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Figure S3 In vitro cellular uptake by endothelial cells. Representative fluorescence
images of cellular uptake of Dil-labeled nanoparticles (red) by HUVECs at different

RaNP

time points. Scale bar=100 um.
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Figure S4 Expression of adhesion molecules in vitro. WB analysis (A) and
semi-quantitation analysis (B) of ICAM-1 and VCAM-1 expression in HUVECSs with

or without TNF-« treatment (n=3, **P<0.01 and ***P<0.001).
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Figure S5 In vitro uptake of MRaNPs by HUVECs under inflammatory condition.
Flow cytometry results (A) and quantitation analysis (B) of different formulations
internalized by HUVECs in response to TNF-a stimulus (n=3, *P<0.05 and
****P<(0,0001).
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Figure S6 Scratch wound migration assay. (A) Representative images of effects on
endothelial cell migration by MRaNPs. Scale bar=100 um. (B) Quantitation analysis
determined by relative scratch area (n=3, *P<0.05 and ***P<0.001).
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Figure S7 Tube formation assay. (A) Representative images of effects on endothelial
cell tube formation by MRaNPs. Scale bar=100 um. (B) Quantitation analysis
determined by relative branching length (n=3, *P<0.05 and ****P<0.0001).
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Figure S8 In vitro investigation on biocompatibility of MRaNPs by 24 h. Cell
viability of ARPE-19 cells measured by CCK-8 assay kit (n=5, ***P<0.001. ns, not

significant).
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Figure S9 Semi-quantitation analysis of results in Figure 4B. (**P<0.01, ***P<0.001
and ****P<0.0001).
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Figure S10 Semi-quantitation analysis of results in Figure 4G. (**P<0.01 and

****p<0.0001).

Figure S11 Representative fundus photographs of normal and LCNV mice. (A)
Representative image of normal fundus. (B) Representative image of LCNV fundus

with 4 laser burns shown as bright white spots. Dashed lines delineate the lesion.
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Figure S12 Expression of adhesion molecules in vivo. WB analysis (A) and
semi-quantitation analysis (B) of ICAM-1 and VCAM-1 expression in the RCCs from

mouse with or without laser treatment (n=3, **P<0.01).
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Figure S13 In vivo CNV-targeting ability of MRaNPS by flat-mounted RCCs. (A)

Representative fluorescence images showing Dil-labeled nanoparticles (red) in CNV

areas stained by 1B4 (green). Scale bar=100 pum. (B) Quantitation analysis of Dil

fluorescence intensity (n=5, ****P<0.0001).
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Figure S14 In vivo CNV-targeting ability of MRaNPs by transverse retina sections.
Representative fluorescence images showing Dil-labeled nanoparticles (red) in CNV

areas stained by IB4 (green). ONL, outer nuclear layer; INL, inner nuclear layer; GCL,
ganglion cells layer. Scale bar=50 um.
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Figure S15 Therapeutic efficacy of topical administration of Rapa in the LCNV
mouse model. (A) Representative fluorescence images of in CNV areas stained by
IB4 (green) with or without Rapa eye drop treatment. Dashed lines delineate the
lesion. Scale bar=100 um. (B) Quantitation analysis of CNV areas (20 laser points
each group, no statistical significance).
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Figure S16 Natural time-course of CNV formation and macrophage infiltration in
LCNV mice. (A) Representative fluorescence images of immunostaining of F4/80
(red, macrophage marker) in CNV areas stained by IB4 (green) at different time
points after laser treatment. Dashed lines delineate the lesion. Scale bar=100 pm. (B
and C) Quantitation of CNV areas and F4/80 fluorescence intensity at different time
points (n=5, *P<0.05, **P<0.01, ***P<0.001 and ****P<0.0001).
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Figure S17 Semi-quantitation analysis of results in Figure 5E (**P<0.01 and

****pP<(.0001).
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Figure S18 Semi-quantitation analysis of results in Figure 6A (*P<0.05, **P<0.01,
***P<(0.001 and ****P<0.0001).
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Figure S19 Semi-quantitation analysis of results in Figure 6D (**P<0.01,
***P<(0.001 and ****P<0.0001).
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Figure S20 H&E staining of whole major organs after different treatment.
Representative images of major organs by H&E staining indicated no tissue damage

on Day 8. Scale bar=2 mm.
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Figure S21 H&E staining of major organs after different treatment. Representative
images of major organs by H&E staining indicated no tissue damage on Day 8. Scale
bar=200 pm.



