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Supporting Figure S1. Characterization of the liposome hydrodynamic diameter over time. Formulations are
split by the empty liposomes (- Curc) and those loaded with curcumin (+ Curc), total flow rate (TFR) as well as the
aqueous to organic flow rate ratio (FRR). Particles were characterized over three days with dynamic light scattering

(DLS).



A - Curc
total flow rate (ml/min)
6 8 10 12 14 15 16

g o'gbo0o0-6F 6 o .R—Qﬁ

3
L

025556 D~0-0-q

:
:
:

o
[V}
o
o
(@]

Pdi
o
8

(@]

:
e
H
:

]
o8¢

e-8-0

0255558 RS
Siigfmmmom s8-8

(°A/%A) oned oluebio:snoanbe

Lawo—{' f/l&cw

oe
oe

(e ]

ooof . JL I J_J I J J_J_
01 2301230122301 23012230123012301230 12230712 3
time (days)

B + Curc
total flow rate (ml/min)
1 2 4 6 8 10 12 16
1.001
0.751
0.501 g o © o .g\ o] w
025309 p—0—0—0 8—6—0—g j- %
0.00+
1.00
0.751 L o Q g
0.501 ° o § 8 g% g2
025p—p—8 M—O—CM‘Q
5 0.00+
@ 1.001
o50] . : MAWJ
1 [=2]
: 5 o °-8-8-8
02598 F,\g,—g’a 008
0.00+

(°A/°A) onel oluebio:snosnbe

0255560 M ﬂ
o 1 2 30 1 2 3 2 30 1t 2 30 1t 2 30 1t 2 30 1 2 30 1 2 3
time (days)

1.00

0.751 . ﬁ

0.501 . g B o g Og_m 6= i/9 ©
0 1

lipid concentration (mg/ml) ® 10 @ 20 @ 30 © 40

Supporting Figure S2. Characterization of the liposome polydispersity index (PdI) over time. Formulations are
split by the empty liposomes (- Curc) and those loaded with curcumin (+ Curc), total flow rate (TFR) as well as the
aqueous to organic volume ratio. Particles were characterized over three days with dynamic light scattering (DLS).



Total number of measurements 3518
(including all the different formulations and all the technical replicates)

Total number of measurements (with n < 6) 1311

Number of unique formulations [Day 0] 218
(including the different formulations only)

Total number of measurements [Day 0, n < 6] 779
Number of unique monodisperse formulations [Day 0] 72
Total number of monodisperse measurements [Day 0, n < 6] 236

Supporting Table S1. Summary table for the number of liposome formulations and DLS measurements comprising
the total data. (n = maximum number of technical replicates considered for each unique formulation)
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Supporting Figure S3. Prediction heatmap for a support vector machines (SVM) model trained to
predict dispersity. Liposome formulations were rigidly defined as monodisperse (Pdl < 0.220) or
polydispserse (PdI > 0.220). Heatmaps show the predicted formulation, and filled diamonds show the
actual experimental outcome.



4 6

- Curc
total flow rate (ml/min)

8

10

12

14

15

e

——

o

*.
? =

10203040

4

+ Curc

total flow rate (ml/min)
6 8

10

10203040 10203040 10203040 10203040 10203040 10203040 10203040 10203040

12

10203040

16

1.004
0.751
0.50+
0.254
0.00-

1.004
0.751
0.501
0.251
0.00-

-

Pdl

1.004
0.751
0.501
0.254
0.00-

=

1.004
0.751
0.501
0.251

-t

o
—
—_

%=_._

==

EEE

==

Tes—

0.00-

10 20 30 40

10 20 30 40

10 20 30 40

lipid concentration (mg/ml) B3 10 B2 20 &2 30

10 20 30 40

10 20 30 40

10 20 30 40

40

10 20 30 40

10 20 30 40

Sy

(°A/EN) ones oluebio:snoanbe

Sy

(°A/%A) ones oluebio:snoanbe

Supporting Figure S4. Summary of liposome Pdl measurements over time. All measurement timepoints were
grouped and the aggregate PdI was compared to a reference PdI of 0.220 in order to determine whether liposomes
remained stable over the 72 hr period. Formulations are split by (A) the empty liposomes (- Curc) and (B) those
loaded with curcumin (+ Curc), total flow rate as well as the aqueous to organic volume ratio.



Predicted accuracy from
Measured accuracy

Classification model stratified k-fold cross-validation (%)
(mean % = SD)

LOR 87.8+4.1 91.3

LDA 86.9+4.8 89.7

KNN 87.5+3.7 92.1

CART 88.9+4.7 89.7

GNB 84.9+4.6 89.7

SVM 88.7+39 92.1

LOR: logistic regression, LDA: linear discriminant analysis, KNN: k-nearest neighbor, CART: classification and
regression trees, GNB: Gaussian Naive Bayes, SVM: support vector machines.

Supporting Table S3. Predicted and measured accuracy of various classification models for predicting particle
stability (stable or unstable).
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