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maXis impact direct
Automated direct infusion coupled to high resolution mass spectrometry was carried out using a Thermo (Bremen, Germany) UltiMate LPG-3400 SD quarternary 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. Instead of a column a 0.18 mm diameter and 500 mm long capillary was installed. Eluent A (0.1% formic acid in water) and eluent B (0.1% formic acid in acetonitrile) were used in a constant ratio of 20:80 and the multi-step gradient in Table ## was applied. The sample was eluted (without chromatographic separation) with 20 μL/min and mass spectra were recorded with a maXis impact QTOF mass spectrometer (Bruker Daltonics GmbH, Bremen, Germany).


	Time [min]
	Flow [mL/min]
	MS Aquisition
	Waste valve

	0
	0.25
	On
	MS

	1.0
	0.25
	On
	MS

	1.2
	1.00
	On
	Waste

	1.7
	1.00
	On
	Waste

	1.8
	0.50
	Off
	MS

	3.1
	0.50
	Off
	MS

	3.2
	0.02
	Calibration
	MS → Calibration

	3.6
	0.02
	Calibration
	Calibration
→ MS

	3.7
	0.08
	Off
	MS

	5.0
	0.08
	Off
	MS





100-1500 m/z
In positive mode, the ESI source of the mass spectrometer was operating at 500 V end plate offset, 4500 V capillary voltage, 1.8 bar nebulizer pressure, 9 L/min dry gas flow, 200 °C dry temperature. Tune values for the ion transfer were set to 250 Vpp Funnel 1 RF, 150 Vpp Funnel 2 RF, 0.0 eV isCID Energy, 50 Vpp hexapole RF, 3 eV Quadrupole Ion Energy with a low mass setting of 100 m/z. The collision energy was set to 8 eV, 550 Vpp collision RF, 80 µs transfer time and 3 µs pre pulse storage time. A mass window from 100 to 1500 m/z was monitored. Internal mass calibration was performed for each spectrum using sodium formate after the elution of the sample with the HPC-calibration algorithm using Bruker Compass Data Analysis 4.1 Software. 


300-3000 m/z
In positive mode, the ESI source of the mass spectrometer was operating at 500 V end plate offset, 4500 V capillary voltage, 1.8 bar nebulizer pressure, 9 L/min dry gas flow, 200 °C dry temperature. Tune values for the ion transfer were set to 250 Vpp Funnel 1 RF, 250 Vpp Funnel 2 RF, 0.0 eV isCID Energy, 100 Vpp hexapole RF, 3 eV Quadrupole Ion Energy with a low mass setting of 300 m/z. The collision energy was set to 8 eV, 700 Vpp collision RF, 120 µs transfer time and 3 µs pre pulse storage time. A mass window from 300 to 3000 m/z was monitored. Internal mass calibration was performed for each spectrum using sodium formate after the elution of the sample with the HPC-calibration algorithm using Bruker Compass Data Analysis 4.1 Software. 

500-5500 m/z
In positive mode, the ESI source of the mass spectrometer was operating at 500 V end plate offset, 4500 V capillary voltage, 0.4 bar nebulizer pressure, 4 L/min dry gas flow, 180 °C dry temperature. Tune values for the ion transfer were set to 400 Vpp Funnel 1 RF, 600 Vpp Funnel 2 RF, 0.0 eV isCID Energy, 800 Vpp hexapole RF, 5 eV Quadrupole Ion Energy with a low mass setting of 500 m/z. The collision energy was set to 10 eV, 1600 Vpp collision RF, 160 µs transfer time and 15 µs pre pulse storage time. A mass window from 500 to 5500 m/z was monitored. Internal mass calibration was performed for each spectrum using caesium iodide after the elution of the sample with the HPC-calibration algorithm using Bruker Compass Data Analysis 4.1 Software. 

100-3000 m/z
In negative mode, the ESI source of the mass spectrometer was operating at 500 V end plate offset, 1500 V capillary voltage, 1.8 bar nebulizer pressure, 4 L/min dry gas flow, 200 °C dry temperature. Tune values for the ion transfer were set to 250 Vpp Funnel 1 RF, 250 Vpp Funnel 2 RF, 0.0 eV isCID Energy, 100 Vpp hexapole RF, 5 eV Quadrupole Ion Energy with a low mass setting of 100 m/z. The collision energy was set to 10 eV, 700 Vpp collision RF, 143 µs transfer time and 1 µs pre pulse storage time. A mass window from 100 to 3000 m/z was monitored. Internal mass calibration was performed for each spectrum using sodium formate after the elution of the sample with the HPC-calibration algorithm using Bruker Compass Data Analysis 4.1 Software. 
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