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Table S1. Different endocytosis inhibitors and their concentrations

Endocytosis inhibitor Concentration
Chlorpromazine 21.9 uM
Filipin 4.6 mM
Sucrose 0.3 mM
Chloroquine 100 um
AEBSF 0.5mM
Imipramine 5uM

MBCD 2.5uM
Amiloride 12.6 uM
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Inhibitor toxicity
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Figure S1. Cell viability endocytic inhibitors in MCF-7 cells pre-incubated for 2 hr at 37 °C prior to cell
media introduction for 24 hr. Inhibitor concentrations are reported in Table S1 above. The results
are represented as mean + SD (n=3), statistically significant p < 0.05 (*) was evaluated using the

student t-test.
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Figure S2: Bar graphs representing the I1Cs, values for DOX and three chemo-PTT combination INMs on

MCF-7 cells incubated for 24 hr. Bar graph obtained from ICs, values generated from previous findings. !

No inhibitor Amiloride Imipramine

Figure S3. Confocal microscopy images of MCF-7 cells treated with [DOX][IR783] INMs in the

[DOX][IR783]

presence of macropinocytosis inhibitors introduced at 5 uM and 12.6 uM for amiloride and

imipramine. Scale bar represents 10 um.
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No inhibitor MBCD No Inhibitor Chlorpromazine Sucrose

Figure S4. Confocal microscopy images of CME-related inhibitor treated MCF-7 cells incubated with

[DOX][IR783]
[DOX][IR783]

[DOX][IR783] INMs. a) MBCD b) chlorpromazine c) sucrose. MBCD, chlorpromazine and sucrose introduced
at 2.5 uM, 21.9 uM and 0.3 mM respectively. Scale bar represents 10um.

No inhibitor Filipin Il

Figure S5. Confocal microscopy images of [DOX][IR783] INMs treated MCF-7 cells in the presence of

[DOX][IR783]

filipin 11l at 4.6 mM. Scale bar represents 10 um.
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[DOX][ICG]

No inhibitor Amiloride Imipramine

Figure S6. Confocal microscopy images of MCF-7 cells treated with [DOX][ICG] INMs pre-treated with

macropinocytosis inhibitors introduced at a concentration of 5 uM for amiloride and 12.6 uM for

imipramine. Scale bar represents 10 um.

No inhibitor Filipin I

Figure S7. Confocal microscopy images of [DOX][ICG] INMs treated MCF-7 cells in the presence of

[DOX][ICG]

Filipin 1l inhibitor introduced at 4.6 mM. Scale bar represents 10 um.
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No inhibitor MBCD

No inhibitor  Chlorpromazine Sucrose

[DOX][ICG]

Figure S8. Confocal microscopy images of CME-related inhibitor treated MCF-7 cells incubated with
[DOX][ICG] INMs. a) MBCD b) chlorpromazine c) sucrose. MBCD, chlorpromazine and sucrose
introduced at 2.5 uM, 21.9 uM and 0.3 mM respectively. Scale bar represents 10 pm.
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No inhibitor Chloroquine AEBSF

[DOX][IR820]

[DOX][IR783]

Figure S9. Confocal microscopy images of [DOX][IR820], [DOX][IR783] and [DOX][ICG] INMs pre-

[DOX][ICG]

treated separately with chloroquine and AEBSF at 100 uM and 0.5 mM respectively. Scale bar

represents 10 um.
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[DOX][IR783] INMs
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Figure S10. Cell viability of [DOX][IR783] INMs in MCF-7 cells in the presence of different endocytosis
inhibitors pre-incubated for 2 hr at 37 °C prior to drug introduction for 24 hr. [DOX][IR783] INMs
were introduced at 0.89 uM.! The results are represented as mean + SD (n=3), statistically significant

p £0.05 (*) was evaluated using the student t-test.
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Figure S11. Cell viability of [DOX][ICG] INMs in MCF-7 cells in the presence of different endocytosis
inhibitors pre-incubated for 2 hr at 37 °C prior to drug introduction for 24 hr. [DOX][ICG] INMs were
introduced at 0.55 uM.! The results are represented as mean + SD (n=3), statistically significant p <

0.05 (*) was evaluated using the student t-test.
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