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Supplementary Table 1. Time estimates for processes
	Activity
	Time
	Notes
	Time on chair? (Y/N)
	Default nurse involvement (%)

	Payer approval of treatment (TBD from centre, country)
	Between 4 and 20 weeks
	Assumed value from qualitative interviews
	N
	N/A

	Patient check-in
	3 min
	Assumed value from qualitative interviews
	N
	100%

	Screening questions
	3 min
	Assumed value from qualitative interviews
	Y, depending on pathway
	100%

	Pre-infusion workup
	30 min
	The pre-infusion workup considered in the model consists of portions of pre-infusion tests that do not require results to be available before the appointment is confirmed
	Y or N, depending on pathway
	N/A

	Pre-treatment
· Install pre-treatment line
· Pre-treatment
· Uninstall pre-treatment line
	45 min total, including 30 min of infused pre-medication administration
For alemtuzumab, pre-medication may be up to 1 h
	Assumed value from qualitative interviews
	Y
	100%

	Infusion and monitoring
· Start infusion
· Monitoring
· End infusion
	See Supplementary
Table 2
	See Supplementary
Table 2
	Y
	50%

	IRR handling
	30 min to 1 h, with infusions resumed 30 min after symptoms are resolved
	Assumed value from qualitative interviews
	Y
	100%

	Recovery and monitoring
	At least 1 h after infusion
	Based on recovery and monitoring recommendations for MS DMTs, based on their respective SmPCs
	Y or N, depending on pathway
	30%

	Discharge
	10 min
	Assumed value
	N
	100%


Abbreviations: DMT, disease-modifying therapy; IV, intravenous; MS, multiple sclerosis 
[bookmark: _Ref67874124]Supplementary Table 2. Infusion-related reaction rates
	DMT
	IRR rate, first infusion
	IRR rate, succeeding infusions
	Source

	Ocrelizumab
	34.3% to 39.9% in clinical trials; 25% reported in clinics
	10% or lower
	Mayer et al. 2019 (OPERA and ORATORIO studies)
Cleveland Clinic Mellen Centre FAQs

	Natalizumab
	Not reported directly, but higher incidence is known to occur at 2nd infusion; assumed < 2%
	2–4%
	O’Connor et al. 2014 (STRATA study)
Cleveland Clinic Mellen Centre FAQs

	Alemtuzumab
	71% to 90% without pre-medication
	63–69%
	Havrdova et al. 2015
Perry (ed) 2007.


Abbreviations: DMT, disease-modifying therapy; IRR, infusion-related reaction.




[bookmark: _Ref71188204]Supplementary Table 3. UK-specific cost parameters (DMT, Non-MS DMT, and staff costs)
	Cost category
	
	Cost per dose
midpoint (min, max)*
	References
	Notes

	Drug costs
	Pre-medication
	£4.80
	British National Formulary
	Methylprednisolone (100mg, IV) (dosing based on ocrelizumab SmPC) most common pre-treatment for treatments included in model


	
	Ocrelizumab
	£4,790.00 
	https://www.nice.org.uk/guidance/ta585/documents/appraisal-consultation-document 

	Each 300-mg vial costs £4,790. Minimum is two vials per year, except for an initiation phase where a maximum of four vials per year is used.

	
	Natalizumab
	£1,130.00 
	https://www.nice.org.uk/guidance/ta127/documents/multiple-sclerosis-natalizumab-for-the-treatment-of-adults-with-highly-active-relapsingremitting-multiple-sclerosis-final-appraisal-determination5
	

	
	Alemtuzumab
	£7,045.00 
	https://www.nice.org.uk/guidance/ta312/documents/multiple-sclerosis-relapsingremitting-alemtuzumab-fad-document2 
	Cost of full treatment. £7,045 per 12-mg vial. Cost here only accounts for initial treatment (8 vials); additional treatment courses were not included.

	
	Non-MS DMTs
	£4,672.00
(£1,222.00, £5,606.40)
	Calculated from the following sources:
https://bnf.nice.org.uk/drug/rituximab.html 
https://bnf.nice.org.uk/medicinal-forms/rituximab.html 
https://bnf.nice.org.uk/drug/infliximab.html#indicationsAndDoses 
https://bnf.nice.org.uk/medicinal-forms/infliximab.html 

Patel N, Woodall A and Gow D. 2014. Investigating the bundle compliance of IVIG delivery in the Greater Manchester Neuroscience centre. BMJ Quality Improvement Reports. u202201.w1219: 1 – 3.
	Cost estimates are based on the top three most commonly administered non-MS DMTs at Charing Cross: IVIg, infliximab, and rituximab. The minimum and maximum costs are defined based on the minimum and maximum across all three drugs.

For uses in neurology, costs of IVIg were estimated from Patel et al. 2014 (£32/gram at 2 grams per kg, estimated for 73 kg, with up to a 20% margin for estimating the maximum cost).

Costs of other administered drugs are based on the 2019/20 National Tariff as per NICE Resource Impact report TA585:
- For infliximab, the total cost of two infusions is £1,678.00, while the total cost per year is £ 12,584.00 (c. 3 visits a year).
- For rituximab (MabThera), dosage is calibrated according to body surface area. The costs of £1,222 and £1,746 for first and subsequent doses are calculated from a body surface area of 1.86 m2.

The minimum cost is £1,222 for rituximab, while the maximum cost is for IVIg, from a calculation of: £32/gram * 2 grams/kg * 73 kg, with a margin of 20%.

	
	Concomitant medication
	Not applicable
	
	

	
	Medication used for IRR resolution
	£4.8 (£0.00,  £90.00)
	Dosing: Namey et al. 2010, Price: British National Formulary
	Min: no symptomatic treatment
Most common: methylprednisolone (20-40 mg, IV)
Max: epinephrine (1:1000, 0.2-0.5 ml over 2 doses)

	Supplies
	Infusion set (IV set, including bags and tubes)
	£10.50 (£9.30, £11.60)
	https://pubmed.ncbi.nlm.nih.gov/29846248/
	Estimated based on the literature (Franken et al, 2018) in absence of published costs for the UK

	Infusion administration reimbursement
	Base fee/fee for the initial hour of infusion
	£178.00 
	2020/21 National Tariff Payment System: Admitted patient care and outpatient procedure prices
	Per infusion. HRG code AA30F for Medical Care of Patients with Multiple Sclerosis, with CC Score 0-1. 

	
	Fee for succeeding hours, per hour
	Not applicable
	
	

	Labour
	Staff nurse, per hour 
	£20.05 (£18.70-£21.40)
	https://www.healthcareers.nhs.uk/explore-roles/ 
	Cost of one hour of a nurse time; in case of working during weekends/bank holidays x1.2 multiplier was applied

	
	
	
	
	

	
	Agency (bank) nurse, per hour
	£22.00 (£20.00, £25.00)
	https://www.healthcareers.nhs.uk/explore-roles/
	Cost of one hour of a nurse time; in case of working during weekends/bank holidays x1.2 multiplier was applied


Abbreviations: DMT, disease-modifying therapy; IV, intravenous; IVIg, intravenous immunoglobulin; MS, multiple sclerosis; N/A, not applicable; NHS, National Health Service; NICE, National Institute of Health and Care Excellence; 
*A triangular distribution is provided within the model for costs that can vary. For DMT prices in the UK, the triangular distribution is only used for non-MS DMTs. For the MS DMTs, a single price is used.
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