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Standard LCMS-Method:
Ultra high performance liquid chromatography coupled with high resolution mass spectrometry was carried out using a Thermo (Bremen, Germany) UltiMate HPG-3400 RS binary pump, WPS-3000 auto sampler which was set to 10 °C and which was equipped with a 25 µL injection syringe and a 100 µL sample loop. The column was kept at 25 °C within the column compartment TCC-3200. Chromatography column was used Thermo Accucore® C-18 RP (100 × 2.1 mm; 2.6 µm) using the gradient in Table ## at a constant flow rate of 0.4 mL/min. Eluent A was water, with 2% acetonitrile and 0.1% formic acid. Eluent B was pure acetonitrile.
Mass spectra were recorded with Thermo QExactive plus orbitrap mass spectrometer coupled to a heated electrospray source (HESI). Column flow was switched at 0.5 min from waste to the MS and at 11.5 min again back to the waste, to prevent source contamination. For monitoring two full scan modes were selected with the following parameters. Polarity: positive; scan range: 100 to 1500 m/z; resolution: 70,000; AGC target: 3 × 106; maximum IT: 200 ms. General settings: sheath gas flow rate: 60; auxiliary gas flow rate 20; sweep gas flow rate: 5; spray voltage: 4.0 kV; capillary temperature: 320 °C; S-lens RF level: 90; auxiliary gas heater temperature: 400 °C; acquisition time frame: 0.5 - 11.5 min. 
For negative mode, all values were kept instead of the spray voltage which was set to 2.5 kV.

Table S##. Gradient for UHPLC / HRMS measurement.
	time
[min]
	solvent B
[%]

	0
	0

	0.2
	0

	8.0
	100

	11.0
	100

	11.1
	0

	12.0
	0



For Metabolomics please add the following paragraph:
At the beginning and at the end a pooled (equal mixture (v/v) of all individual samples) sample was measured to guarantee system integrity. This pooled sample was additionally used to measure in data dependent mode MS2 spectra with the following settings: scan range: auto, resolution: 17,500; AGC target: 1 × 105; maximum IT: 50 ms, loop count = 5, preferred charge state = 1, dynamic exclusion: 20 sec, A stepped collision energy with 15, 30 and 45 NCE respectively was used at an isolation window of 0.4 m/z.  

Data Analysis was performed using THERMO Compound Discoverer Software 3.2.0.421 using a metabolomics workflow and searching the ChemSpider, mzCloud, mzVault, KEGG and Metabolika Pathways Databases for sum formula annotation. Additionally, an in house database with an additional retention time information based on the SIGMA ALDRICH (Taufkirchen, Germany) MSMLS library containing more than 600 primary metabolites from the class of carboxylic acids, amino acids, amines, polyamines, nucleotides, coenzymes, vitamins, saccharides, fatty acids, lipids, steroides and hormones was used for annotation of possible marker compounds. Graphics were prepared using Compound Discoverer or GraphPad Prism 8.4.3. ###please provide me the final version, so I can decide what is applicable###.


Automated Direct Infusion ESI
High resolution (Orbitrap) measurements were executed on a QExactive plus Thermo (Bremen, Germany) mass spectrometer equipped with a heated electrospray source (HESI) and coupled to a liquid chromatography system UltiMate HPG-3400 RS binary pump, a WPS-3000 auto sampler which was set to 10 °C and which was equipped with a 25 µL injection syringe and a 100 µL sample loop. Instead of a column a 0.18 mm, 600 mm length capillary was installed within the column compartment TCC-3200. For automated direct infusion 2.0 µL sample was injected using the flow gradient in Table ## with 90% pure acetonitrile and 10% water with 0.1% formic acid. The  flow was switched according to Table ## from waste to the MS and back to the waste, to prevent source contamination. For monitoring two full scan modes were selected with the following parameters. Polarity: positive; scan range: 150 to 2000 m/z; resolution: 280,000; AGC target: 3 × 106; maximum IT: 256 ms. General settings: sheath gas flow rate: 19; auxiliary gas flow rate 6; sweep gas flow rate: 0 arbitrary units; spray voltage: 2.5 kV; capillary temperature: 250 °C; S-lens RF level: 50; auxiliary gas heater temperature: 113 °C. For negative mode, all values were kept the same.

	time
	Flow
	MS Aquisition
	Waste valve

	0
	0.1
	off
	[bookmark: OLE_LINK1][bookmark: OLE_LINK2][bookmark: OLE_LINK3][bookmark: OLE_LINK4][bookmark: OLE_LINK8][bookmark: OLE_LINK9]waste

	0.5
	0.1
	on
	[bookmark: OLE_LINK5]waste → MS

	0.6
	0.02
	on
	MS

	4
	0.02
	on
	[bookmark: OLE_LINK6][bookmark: OLE_LINK7]MS → waste

	4.1
	1
	off
	waste

	5
	1
	off
	waste

	5.1
	0.2
	off
	waste

	5.5
	
	off
	waste → MS

	5.8
	
	off
	MS → waste

	6
	0.2
	off
	waste



Automated Direct Infusion APCI
High resolution (Orbitrap) measurements were executed on a QExactive plus Thermo (Bremen, Germany) mass spectrometer equipped with a atmospheric pressure chemical ionisation source (APCI) and coupled to a liquid chromatography system UltiMate HPG-3400 RS binary pump, a WPS-3000 auto sampler which was set to 10 °C and which was equipped with a 25 µL injection syringe and a 100 µL sample loop. Instead of a column a 0.18 mm, 600 mm length capillary was installed within the column compartment TCC-3200. For automated direct infusion 2.0 µL sample was injected using the flow gradient in Table ## with 90% pure acetonitrile and 10% water with 0.1% formic acid. The flow was switched according to Table ## from waste to the MS and back to the waste, to prevent source contamination. For monitoring two full scan modes were selected with the following parameters. Polarity: positive; scan range: 150 to 2000 m/z; resolution: 280,000; AGC target: 3 × 106; maximum IT: 256 ms. General settings: sheath gas flow rate: 20; auxiliary gas flow rate 5; sweep gas flow rate: 0 arbitrary units; discharge current: 5.0 µA; capillary temperature: 250 °C; S-lens RF level: 50; auxiliary gas heater temperature: 400 °C. For negative mode, all values were kept the same.

	time
	Flow
	MS Aquisition
	Waste valve

	0
	0.1
	off
	waste

	0.5
	0.1
	on
	waste → MS

	0.6
	0.02
	on
	MS

	4
	0.02
	on
	MS → waste

	4.1
	1
	off
	waste

	5
	1
	off
	waste

	5.1
	0.2
	off
	waste

	5.5
	
	off
	waste → MS

	5.8
	
	off
	MS → waste

	6
	0.2
	off
	waste



