Supplementary Materials
[bookmark: _Ref216173203]Table S1. ELSD – analytical conditions.
	
	Peceol®

	Column
	Agilent Poroshell HPH-C18
5 μm, 4.6 mm x 100 mm

	Flow rate of mobile phase (mL/min)
	0.7

	Gas flow rate (L/min)
	1.5

	evaporator and nebulizer temperatures (°C)
	40

	Column temperature (°C)
	50

	Autosampler temperature (°C)
	20

	Injection volume (μL)
	5





[bookmark: _Ref216179079]Table S2. Gradient profile of solubility-indicating HPLC method.
	Time (min)
	Solvent A*
	Solvent B**

	0
	13.5%
	86.5%

	1
	0%
	100%

	10
	0%
	100%

	11
	13.5%
	86.5%

	25
	13.5%
	86.5%


*Solvent A: H₂O with 0.1% trifluoroacetic acid
**Solvent B: methanol with 0.1% TFA


[image: ]
[bookmark: _Ref211094425]Figure S1. 1.5 g Peceol® in 250 mL of SGF pH 2.0 at stirring of 75 rpm. A: Picture from the side of the mini vessel in the water bath. B: Picture from above the mini vessel.


[image: Ein Bild, das Text, Diagramm, Reihe, Screenshot enthält.

KI-generierte Inhalte können fehlerhaft sein.]
[bookmark: _Ref215491625]Figure S2. Thermodynamic solubility of nilotinib in 1-decanol over 24 h (n = 3, mean ± SD).


[image: ]
[bookmark: _Ref222214173]Figure S3. Drug release time profile in decanol layer for nilotinib in type III LBF with Palatase® 20000 L (▲), straight line is calcium‑free media, and dotted line is calcium‑containing media. Means ± SD, n = 3.


[image: Ein Bild, das Text, Screenshot, Diagramm, Schrift enthält.

KI-generierte Inhalte können fehlerhaft sein.]
[bookmark: _Ref222218548]Figure S4. Distribution of nilotinib during digestion of type III LBF with A: Palatase® 20000 L in calcium-free media B: with Palatase® 20000 L in calcium‑containing media. Distribution is shown across the solid (grey, white dotted), aqueous (blue, striped), lipid (light orange) and decanol (purple, checkered) phase. They are based on the recovered amounts in these phases, except the lipid phase, which was calculated by subtracting the sum of recoveries in the other three phases from the total theoretical amount of nilotinib. The experiments were run with n = 3 and results are shown as mean + SD.


[image: ]
[bookmark: _Ref211094572]Figure S5. 500 mL of digestion medium with 400 mL of decanol in standard USP II vessel (1000 mL), with 3D printed floating paddle (in pink) and with Novozym® 435 beads that concentrated around the stirrer at the decanol interface and even float in decanol layer, A: after 30 min of digestion and B: after 90 min of digestion.


[image: Ein Bild, das Text, Screenshot, Reihe, Diagramm enthält.

KI-generierte Inhalte können fehlerhaft sein.]
[bookmark: _Ref221877446]Figure S6. Distribution of nilotinib during digestion of nilotinib in SGF solution in biphasic GI transfer lipolysis model with A: Novozym® 435 and B: no enzyme. Distribution is shown across the solid (grey, white dotted), aqueous (blue, striped), lipid (light orange) and decanol (purple, checkered) phase. They are based on the recovered amounts in these phases, except the lipid phase, which was calculated by subtracting the sum of recoveries in the other three phases from the total theoretical amount of nilotinib. The experiments were run with n = 3 and results are shown as mean + SD.


[image: Ein Bild, das Text, Screenshot, Diagramm, Reihe enthält.

KI-generierte Inhalte können fehlerhaft sein.]
[bookmark: _Ref222218606]Figure S7. Distribution of nilotinib during digestion of nilotinib in type III LBF in biphasic GI transfer lipolysis model with A: Novozym® 435 and B: no enzyme. Distribution is shown across the solid (grey, white dotted), aqueous (blue, striped), lipid (light orange) and decanol (purple, checkered) phase. They are based on the recovered amounts in these phases, except the lipid phase, which was calculated by subtracting the sum of recoveries in the other three phases from the total theoretical amount of nilotinib. The experiments were run with n = 3 and results are shown as mean + SD.


[image: Ein Bild, das Text, Screenshot, Schrift, Reihe enthält.

KI-generierte Inhalte können fehlerhaft sein.]
[bookmark: _Ref214976948]Figure S8. NaOH titration curve of lipase source screening in biphasic GI transfer lipolysis setup, with Palatase® 20000 L (▲), porcine pancreatin (◊), Novozym® 435 (●), and as control no lipase (□). Every 50th data point is shown in the graph (data point every 5 min) to improve the graph’s legibility.  Means ± SD, n = 3, except for no enzyme only n = 1. 
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