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Figure S1. Size SPC liposomes (18 mM) (white circles) and bicelles of dimyristoyl PC/dihexanoyl PC
(302:100 mM/mM) (black circles) upon dilution. The given concentrations correspond to the initial

concentrations (normalized concentration = 1).



A) Methanol

Mean diameter / nmM
(% volume)

Mean diameter / nm (% volume)
TFR (mL- min™]
2 6 10 14 18
1 27.2+1.1
& 2 34785 35.5£6.3
e 3 33.0+4.81 38.4+4.5 219+24
4 26.2+1.7 4.071£0.8
5 10.9+45

Diameter (mm) = 29.7-5.65-FRR-2.98-TFR-2.84-FRR?
r= 0.60; standard error = 7.79

B) Ethanol
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Mean diameter / nm (% volume)
TFR (mL: min™)
2 6 10 14 18
a2 893 + 507 615+ 223 780+ 553
= 2 55.4 £33.7 289+1.7
= 3 412 +4.1 189+4.5 32.0+5.7
4 22.1+£1.7 23.5+7.21
5 28.9+2.2 103+29 24.5+7.39

Diameter (mm) = -0.23+1.93: TFR*+0.16:FRR-TFR
= 0.73; standard error = 178

FIGURE S2. Mean diameter of TCOL6/SPC 1:3 mM/mM vesicles obtined by microfluidics using methanol (A)

or ethanol (B) as solvent as function of the Flow Rate Ratio (FRR) and the Total Flow Rate (TFR). Fitted

surface responses obtained from the experimental points (mean * std; n > 2) are given.
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Figure S3. Mean diameter of TCOL6/SPC 1:3 mM/mM vesicles obtained by microfluidics using methanol as
solvent, a FRR = 3, as function of the ionic strenght at different TFR. The TFR was 2 (circles), 10 (squares)
and 18 mL:min* ( triangles). Mean + std; n > 2.
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Figure S4. Principal Component Analysis of the CO region of the MTS after treatment of cell cultures for 12
h with TCOL6/SPC aggregates (blue circles) at several MTS concentrations: non-treated cells (control) is
shown in white circles in all the figures; liposomes 150 uM SPC (A, black circles); bicelles at 250 uM of TL6
(B); vesicles at 250 (C), 500 (D) and 1000 uM (E); rods at 250 (F) and 500 uM (G). The corresponding MTS to
SPC molar ratio were 3:3 for bicelles; 1:3 for vesicles; and 10:3 for rods. Inset G: detail of the region where
the control point are located.



PC2

PC2

0.002 T T
0.001 | o © .
o}
O

o 0

0.000 . -
o
-0.001 | o -
-0.002 1 1
0.0225 0.0250 00275 0.0300

PC1

0.002 ; T
c
0
L o i
0.001 & )
@g
0
0.000 -
o}
-0.001 |- o .
-0.002 1 L
0.0225 0.0250 0.0275 0.0300
PC1

PC2

PC2

-0.003 -

-0.006

-0.03
-0.06

0.006

-0.04

-0.02

0.00

PC1

0.02 0.04

0.003

0.000

1

0.021

0024

0.027

PC1

0033 0.036

Figure S5. Principal Component Analysis of the CO region of the MTS after treatment of cell cultures for 12
h with PCOL6/SPC aggregates (blue circles) at several MTS concentrations: non-treated cells (control) is
shown in white circles in all the figures; liposomes 150 uM SPC (A, black circles); NS-vesicles 500 uM (B);
stable vesicles at 250 (C) and 500 uM (D). The corresponding MTS to SPC molar ratio were 10:3 for NS-
vesicles and 1:3 for stable vesicles.



