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Online Resource 1

Table S1 Exclusion criteria in Trial 1 and Trial 2

	[bookmark: _Hlk519080451]Trial 1 (ethinylestradiol/levonorgestrel)

	· Known or suspected hypersensitivity to trial products or related products
· Previous participation in this trial (defined as signed informed consent)
· Receipt of any investigational medicinal product within 90 days before screening
· Any disorder which in the investigator’s opinion might jeopardise the subject’s safety or compliance with the protocol
· Abnormal laboratory safety parameters 
· Smoking 
· Blood draw >25 mL within the last 30 days; blood donation >400 mL within the last 90 days
· Positive antibody/antigen screening results for human immunodeficiency virus-1 or -2, hepatitis B or hepatitis C
· Resting blood pressure outside the range of 90–139 mmHg for systolic or 50–89 mmHg for diastolic
· Resting pulse rate ≥90 beats/min
· Use of prescription or non-prescription products including herbal products and non-routine vitamins, within 14 days prior to screening. Occasional use of paracetamol is permitted until 24 h prior to screening
· Mental incapacity; language barriers; unwillingness to comply
· Vulnerable subject
· Subject is involved with the trial in any way
· Known or suspected alcohol abuse; positive result of a urine alcohol test at screening
· History of pancreatitis (acute or chronic)
· Personal or family history of medullary thyroid carcinoma or multiple endocrine neoplasia 2
· History or presence of malignant neoplasms within the last 5 years (except basal and squamous cell skin cancer and in-situ carcinomas)
· History of major surgery involving the stomach
· Excessive use of methylxanthine-containing beverages or foods
· Hormone replacement therapy use within 4 weeks before first dose of trial product
· Any of the following contraindications for Microgynon©:
· History of deep vein thrombosis or pulmonary embolism
· Arterial thromboembolism 
· Presence or history of severe hepatic disease; liver tumours (benign or malignant)
· Known or suspected sex-hormone-dependent malignant tumours
· Undiagnosed vaginal bleeding

	Trial 2 (furosemide/rosuvastatin)

	· Known or suspected hypersensitivity to trial products or related products
· Previous participation in this trial (defined as signed informed consent)
· Pregnancy; breastfeeding; intention to become pregnant; women of child-bearing potential and not taking highly effective preventative measures
· Participation in any clinical trial within 90 days before screening
· Any disorder which in the investigator’s opinion might jeopardise subject’s safety or compliance with the protocol
· Abnormal laboratory safety parameters 
· Smoking
· Blood draw >25 mL within the last 30 days; blood donation >400 mL within the last 90 days
· Positive antibody/antigen screening results for human immunodeficiency virus-1 or -2, hepatitis B or hepatitis C
· Resting blood pressure outside the range of 90–139 mmHg for systolic or 50–89 mmHg for diastolic
· Resting pulse rate ≥90 beats/min
· Use of prescription or non-prescription products including herbal products and non-routine vitamins, within 14 days prior to screening. Occasional use of paracetamol is permitted until 24 h prior to screening
· Mental incapacity; language barriers; unwillingness to comply
· Vulnerable subject
· Subject is involved with the trial in any way
· Known or suspected alcohol abuse; positive result of a urine alcohol test at screening
· History of pancreatitis (acute or chronic)
· Personal or family history of medullary thyroid carcinoma or multiple endocrine neoplasia 2
· History or presence of malignant neoplasms within the last 5 years (except basal and squamous cell skin cancer and in-situ carcinomas)
· History of major surgery involving the stomach
· Personal of family history of myopathy
· Previous history of toxicity with another 3-hydroxy-3-methyl-glutaryl-coenzyme A (HMG-CoA) reductase inhibitor or fibrate
· Asian subject





Table S2 Victim drug bioanalysis methods
	Ethinylestradiol and levonorgestrel bioanalysis

	To determine plasma ethinylestradiol and levonorgestrel concentrations, internal standard (ethinylestradiol-d4 and levonorgestrel-d6) and 0.1N sodium hydroxide was added to the plasma samples and the samples were extracted by liquid/liquid extraction (n-hexane and t-butyl ether). The organic layer was evaporated to dryness and the residue derivatised with dansyl chloride. The derivatisation eluates were extracted with n-hexane and the organic layer evaporated to dryness. The residue was reconstituted in 150 µl of acetonitrile/water 50/50 v/v and analysed by LC-MS/MS.
Measurements were performed in positive electrospray ionisation (mass transitions: ethinylestradiol m/z: 530.2  ̶˃ 171.3, ethinylestradiol-d4 m/z: 534.2  ̶˃ 171.3, levonorgestrel m/z: 313.1  ̶˃ 251.1 and levonorgestrel-d6 m/z: 319.1  ̶˃ 251.1). Separation was achieved by injection on an XBridge BEH C18, 50 x 2.1 mm (2.5 μm particles) column using gradient analysis at a flow rate of 300 µl/min (eluent A: 0.1% formic acid in water; eluent B: acetonitrile/2-propanol (90/10 v/v). The assay concentration range was 2.50–250 pg/mL (lower limit of quantification [LLOQ] 2.50 pg/mL) and 25.0–25,000 pg/mL (LLOQ 25.0 pg/mL), respectively, for ethinylestradiol and levonorgestrel using a plasma volume of 400 µl. Within- and between-run precision and accuracy over the assay ranges for ethinylestradiol and levonorgestrel are shown below. 



	
	Within run (N=6)
	Between run (N=18)

	
	Precision (CV %)
	Accuracy (bias %)
	Precision (CV %)
	Accuracy (bias %)

	Ethinylestradiol
	1.6 – 4.4
	-6.4 – 1.5
	1.8 – 6.9
	-2.6 – 0.7

	Levonorgestrel
	2.6 – 7.1
	-6.4 – 0.5
	2.5 – 11.4
	-7.8 – -0.1


CV coefficient of variation, N number of samples



	Furosemide bioanalysis

	To determine plasma furosemide concentrations, internal standard (furosemide-d5) was added to the plasma samples and the samples were extracted by supported liquid extraction (Biotage ISOLUTE® SLE+ using 50/50 dichloromethane/methyl t-butyl ether v/v). The eluate was evaporated to dryness, reconstituted in 50 µl of methanol and mixed with 75 µl of 10 mM ammonium acetate. The resulting samples were analysed by LC-MS/MS.
Measurements were performed in negative electrospray ionisation (mass transition: furosemide m/z: 329.2  ̶˃ 204.9 and furosemide-d5 m/z: 334.1  ̶˃ 205.8). Separation was achieved by injection on a Phenomenex Kinetex® C18, 50 x 2.1 mm (2.6 μm) column using gradient analysis at a flow rate of 600 µl/min (eluent A: methanol/10 mM ammonium acetate 10/90 v/v; eluent B: methanol/10 mM ammonium acetate 90/10 v/v). The assay concentration range was 5.00–5000 ng/mL (LLOQ 5.00 ng/mL) using a plasma volume of 100 µl. Within- and between-run precision and accuracy over the assay ranges for furosemide are shown below. 



	
	Within run (N=6)
	Between run (N=24)

	
	Precision (CV %)
	Accuracy (bias %)
	Precision (CV %)
	Accuracy (bias %)

	Furosemide
	1.0 – 11.9
	-8.5 – 3.8
	3.7 – 11.0
	-4.5 – -0.7


CV coefficient of variation, N number of samples

	Rosuvastatin bioanalysis

	To determine rosuvastatin plasma concentrations, internal standard (rosuvastatin-d5) was added to the plasma samples and the samples were extracted by liquid/liquid extraction (300 µl plasma was added 200 µl 100 mM ammonium acetate buffer pH 4.0- and 3.5-mL organic solvent). The eluate was evaporated to dryness and reconstituted in 250 µl of reconstitution solution. The resulting samples were analysed by LC-MS/MS.
Measurements were performed in negative electrospray ionisation (mass transition: rosuvastatin m/z: 479.6  ̶˃ 417.6 and rosuvastatin-d6 m/z: 485.6  ̶˃ 423.6). Separation was achieved by injection on a Phenomenex Gemini® C18, 50 x 2 mm (5 μm) column with a Thermo Scientific™, Javelin, Hypersil™ C8, 20 x 2.1 (5 μm) precolumn using gradient analysis at a flow rate of 400 µl/min (eluent A: methanol/1.0 M ammonium acetate added 2.00% acetic acid pH 6.00 10/90 v/v; eluent B: methanol). The assay concentration range was 0.100–100 ng/mL (LLOQ 0.100 ng/mL) using a plasma volume of 300 µl. Within- and between-run precision and accuracy over the assay ranges for rosuvastatin are shown below. 



	
	Within run (N=6)
	Between run (N=24)

	
	Precision (CV %)
	Accuracy (bias %)
	Precision (CV %)
	Accuracy (bias %)

	Rosuvastatin
	1.2 – 16.2
	-9.8 – 3.4
	2.0 – 11.7
	-2.4 – 1.7
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[bookmark: _Hlk525657565]Table S3 Pharmacokinetic endpoints for semaglutide and SNAC in a) Trial 1 and b) Trial 2 
[bookmark: _Hlk519081799]a) Trial 1 (ethinylestradiol/levonorgestrel at steady state)
	[bookmark: _Hlk525657575]
	OC + SNAC alone 
(N=25)
	OC + oral semaglutide 
(N=25)

	Semaglutide
	
	

	AUC0–24h,ss, nmol·h/L
	-
	512 (76.5)

	Cmax, nmol/L
	-
	25.7 (71.1)

	tmax, h
	-
	1.0 (0.5; 12.0)

	SNAC†
	
	

	AUC0–24h, ng·h/mL
	1478 (19.1)
	1825 (23.8)

	Cmax, ng/mL
	1925 (31.7)
	2020 (51.9)

	tmax, h
	0.5 (0.2; 0.9)
	0.5 (0.2; 1.0)




[bookmark: _Hlk519081959][bookmark: _Hlk522807395]b) Trial 2 (furosemide/rosuvastatin after a single dose)

	[bookmark: _Hlk525657637]
	Oral semaglutide 
(N=39)

	Semaglutide
	

	AUC0-24h,ss, nmol·h/L
	554 (82.3)

	Cmax, nmol/L 
	28.4 (77.5)

	tmax, h
	2.1 (0.5; 6.1)

	[bookmark: _Hlk519081962]SNAC †
	Furosemide + SNAC alone
(N=40)
	Furosemide + 
oral semaglutide
(N=39)
	Rosuvastatin + SNAC alone
(N=40)
	Rosuvastatin + oral semaglutide
(N=39)

	AUC0–24, ng·h/mL
	1148 (21.3)
	1365 (29.3)
	1313 (22.4)
	1495 (37.3)

	Cmax, ng/mL
	1272 (53.5)
	839 (92.7)
	1575 (34.7)
	1186 (72.4)

	tmax, h
	0.7 (0.2; 3.0)
	0.7 (0.2; 1.5)
	0.7 (0.2; 1.0)
	0.7 (0.2; 5.0)


† SNAC was administered as a single dose in the furosemide/rosuvastatin + SNAC alone periods and administered in the formulation of oral semaglutide at steady state in the furosemide/rosuvastatin + oral semaglutide periods
Data are geometric means (coefficient of variation) except for tmax where median (minimum, maximum) values are presented
Oral semaglutide is the formulation of the active pharmaceutical ingredient semaglutide 14 mg and the absorption enhancer SNAC 300 mg
AUC area under the plasma concentration–time curve, Cmax maximum concentration, SNAC sodium N-(8-[2-hydroxybenzoyl] amino) caprylate, tmax time to reach maximum plasma concentration



