Supplement 5. Standard infusion procedures in the RITUXERA trial

Standard prophylaxis 1 hour before start of infusion with rituximab (original biologic or biosimilar), regardless of the dose of rituximab to be administered:
· Oral intake of antihistamine (cetirizine 10 mg or levocetirizine 5 mg)
· Oral intake of paracetamol 1000 mg
· Intravenous (IV) administration of 125 mg methylprednisolone in 50 mL normal saline solution (NaCl 0.9%) over 5 minutes.

Rituximab (10 mg/mL) is diluted with normal saline solution to a concentration of 4 mg/mL:
For 1 x 1000 mg rituximab (1000 mg/100 mL): dilution to a final volume of 1000 mg/250 mL
For 1 x 500 mg rituximab (500 mg/50 mL): dilution to a final volume of 500 mg/125 mL
For 1 x 200 mg rituximab (200 mg/20 mL): dilution to a final volume of 200 mg/50 mL

Subsequently, rituximab (4 mg/mL) is administered via infusion pump at the following rates:
	Infusion rate if no previous infusion-related reactions were documented in the patient:

	Minute 0 – 30
	25 mL/h (100 mg rituximab/h)

	Minute 30 – 60
	50 mL/h (200 mg rituximab/h)

	Minute 60 – 90
	75 mL/h (300 mg rituximab/h)

	Minute 90 – end of infusion
	100 mL/h (400 mg rituximab/h)

	Infusion rate in case of previous infusion-related reactions:

	Minute 0 – 30
	12.5 mL/h (50 mg rituximab/h)

	Minute 30 – 60
	25 mL/h (100 mg rituximab/h)

	Minute 60 – 90
	37.5 mL/h (150 mg rituximab/h)

	Minute 90 – 120
	50 mL/h (200 mg rituximab/h)

	Minute 120 – 150
	62.5 mL/h (250 mg rituximab/h)

	Minute 150 – 180
	75 mL/h (300 mg rituximab/h)

	Minute 180 – 210
	87.5 mL/h (350 mg rituximab/h)

	Minute 210 – end of infusion
	100 mL/h (400 mg rituximab/h)



Thus, total infusion times are:
	Infusion time for standard infusion rates (no previous infusion-related reactions):

	1 x 1000 mg IV
	195 minutes

	1 x 500 mg IV
	120 minutes

	1 x 200 mg IV
	70 minutes

	Infusion time for slower infusion rates (for patients with previous infusion-related reactions):

	1 x 1000 mg IV
	255 minutes

	1 x 500 mg IV
	175 minutes

	1 x 200 mg IV
	105 minutes



Vital parameters (blood pressure, heart rate and temperature) are checked at the start of infusion and then every 30 minutes until the end. At the end of the infusion, the patient is flushed with 50 mL normal saline solution.

Procedure in case of (potential) infusion-related reactions:
· Stop of infusion until symptoms disappear.
· Flush with 50 ml normal saline solution.
· Check of vital parameters and notification of physician.
· Discontinuation of further treatment for at least 30 minutes. 
· If symptoms are under control, the infusion can be restarted at half the rate at which the reaction occurred.
· If symptoms remain under control after 30 minutes, the normal infusion rate can be resumed.
· Further increase of the infusion rate is allowed after improvement of symptoms.
