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Statistical analysis and release curve similarity

Student’s t-tests were performed to differentiate between the means with a 95% confidence
interval (P < 0.05). For comparing of the release curves, the similarity factor (f2) was calculated
according to the guidelines of the Food and Drug Administration (Evaluation 4 (1997) 15-22),
according to Equation (S1), where n = number of points, R: = release of the reference
compound at the given time point (in %), M; = release of the monitored compound at the given
time point (in %). Generally, f, values > 50 are considered to ensure equivalence of the two
curves.

n -0.5
f2—50Iog{lOOx{1+%Z(Rl—Mt)2} } (s1)

i=1

Analyses and calculations were performed with the OriginPro 2018 SR1 b9.5.1.195 (OriginLab,
USA) software package.
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Fig. S1 UV/Vis spectra (200-600 nm) of 25 puM folic acid over 18 h at pH 2.0 to 9.0

and at 25 °C to 85 °C, in the dark.
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Fig. S2 UV/Vis spectra (200-600 nm) of 15 uM folic acid over 18 h at pH 2.0 and 4.0
and at 25 °C to 55 °C, in the dark.
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Fig. S3 UV/Vis spectra (200-600 nm) of 15 uM folic acid over 8 h at pH 2.0 to 9.0

and at 25 °C in the absence and presence of light.
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Fig. S4 Stability of free folic acid in aqueous solutions during exposure to environmental factors. (a) 15
UM folic acid, pH 2-4, 25-55 °C, in the dark. (b) 15 uM folic acid, pH 2-9, 25 °C, in the dark versus the
light. Data are means (a-b) £SD (b) (n = 3).
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Fig. S5 Chromatographic peak area of 25 pM folic acid (FA) over 16 h at pH 2.0 to 9.0 at 25 °C,

in the dark (diode array detector, 280 nm).
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Fig. S6 Particle size distributions (top) and corresponding morphologies (bottom) of the prepared samples. Micrographs were obtained by light

microscopy (AP1, AP2, AP4, 4x magnification; PL1, 40x magnification) or electron microscopy (AP3, 1.0 kV acceleration voltage, 30 um aperture,
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~3 mm working distance). Scale bars, as indicated.

p.7/7

Particle size (um)

Particle size (um)

80
AP1 AP2 0 |AP3 PL1 AP4
Mean SD Max Min  Count rMean SD Max Min  Count Mean SD Max Min  Count Mean SD Max Min  Count Mean SD Max Min  Count
250.0 8.12 265 225 100 255.1 9.41 277 220 100 0,3452 0,0987 0,5975 0,0941 200 2.146 0.5753 4.6465 0.9869 200 204.3 991 2% 181 200
40
7] 30 - 50 | 7 60 | 2 7
L 7 % V)
7
% 40 |- 77
- 2 ) 2 ] 8 v

5201 5 7 540 5 Z

o O 30 | [} o

O ] O (@)

20 -
i - 20 | zZ
10 7 Z 20 7
Z %
10 2 z
7 7 7 =
vy A o LA A % 0 77% % 0 % P 0 7772
220 240 260 28! 220 240 260 280 0.0 0.2 0.4 0.6 0.¢ 0 2 4 6 180 200 220 241



