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Unexpected effect of digestion products of infant formula in
enhancing the solubilisation of tolfenamic acid during diges-

tion
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Table S1 — Table of composition information for infant formula used in this study. Infant formula was recon-
stituted to three fat contents to provide different ratios of fat to tolfenamic acid (TA) in the samples.

Nutritional in-

Quantity per 100 mL of reconstituted infant formula

13.7 mg fat /mg

27.4 mg fat /mg

41.0 mg fat /mg

formation

TA TA TA
Total fat 1.90 g 380 ¢g 570 g
Protein 0.79 g 1.58¢g 237¢g
Carbohydrate 350¢g 7.00 g 1051 ¢g
gﬁfgg"’hg“ac' 0.24 ¢ 0.47 g 0.71 g
Sodium 11.5mg 23.0 mg 34.5 mg
Potassium 37.3 mg 74.6 mg 111.8 mg
Chloride 25.1 mg 50.1 mg 75.2 mg

Pharmaceutics 2025, 17, x

https://doi.org/10.3390/xxxxx



Pharmaceutics 2025, 17, x FOR PEER REVIEW 2 0of 3

260 (°)
5 10 15 20
I T 1 T
20000 - -+ 20000
15000 - + 15000
=) =)
=< * <
2 10000 - < 10000 &
2 c
3 e
< =
5000 - + 5000
.. A JU MJLMM\_ .

0.5 1.0 15 2.0
q (A7)

Figure S1 — X-ray diffraction pattern of reference crystalline tolfenamic acid, with asterix indicating the major
Bragg peak used for quantifying crystalline drug at ¢ = 0.83 A-!.
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Figure S2 — X-ray diffraction patterns taken during digestion of TA in reconstituted infant formula showing
the progressive decrease of diffraction intensity over time (best observed by the change in intensity of the peak
at ~¢ = 0.4 Al in this format) but no evidence of new diffraction peaks that would indicate a polymorphic
transformation during digestion. Arrows point to drug peaks while asterisks point to peaks from lamellar phase

arising from formation of calcium soaps during digestion.



