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Table A Adverse event costs
	Adverse event
	Annual probability
	Cost (€)1–3
	Assumption

	Alemtuzumab

	Respiratory infection
	29.43%4
	124.43
	Medical specialist visit

	Herpes infection
	8.62%4
	160.64
	GP visit, treatment with zinc sulfate cream, outpatient specialist visit and treatment with acyclovir5,6

	Urinary tract infection
	10.67%4
	156.09
	GP visit, outpatient specialist visit, and treatment with trimethoprim7

	Autoimmune thyroid-related adverse events: 
	
	
	

	- Hypothyroidism
	1.69% - 5.35%8*
	259.52
	Two specialist visits, blood test and treatment with levothyroxine9

	- Hyperthyroidism
	1.59% - 6.67%8*
	645.16
	Five specialist visits, blood test and treatment with thiamazol9

	- Graves’ disease
	1.19% - 6.11%8*
	645.16
	Five specialist visits, blood test and treatment with thiamazol9

	-Thyroidectomy
	3.21%8**
	4570.0010
	Thyroidectomy including hospital stay

	-Iodine ablation
	2.97%8**
	1,515.0010
	Iodine ablation and max. 2 hospital days

	Immune thrombocytopenia:
	0.4%4, of which:
	
	

	- Observation only
	 13.33%4
	1,111.12
	Two hospital days11

	- Steroids only
	 46.67%4
	1,149.88
	Two days and treatment with IV methylprednisolone11

	- Steroids and immunoglobulin
	 13.33%4
	8,426.20
	Two hospital days and treatment with IV methylprednisolone and immunoglobulin11

	- Steroids and rituximab ±immunoglobulin
	 20.00%4
	10,055.11
	Two hospital days and treatment with IV methylprednisolone, treatment with immunoglobulin and rituximab11

	- Steroids and splenectomy
	 6.67%4
	2,672.76
	Treatment with IV methylprednisolone and operation of 1.5 hours, and 2 days of stay after laparoscopic splenectomy11

	- Good pasture’s syndrome
	 0.0001%4
	7,827.28
	Plasmapheresis, treatment with prednisone, methylprednisolone, combined with cyclophosphamide or azathioprine 

	Fingolimod
	
	
	

	Macular oedema
	0.23%12
	265.00
	Two ophthalmologist visits12

	Atrioventricular block, first degree
	0.12%12
	1,199.10
	Two hospital days, 2 ECGs12

	Atrioventricular block, second degree
	0.12%12
	1,199.10
	Two hospital days, 2 ECGs12

	Bronchitis
	4.08%13
	126.09
	Specialist visit and course of amoxicillin14

	Back pain
	6.07%13
	33.00
	GP visit

	Diarrhea
	6.07%13
	194.61
	Specialist visit and medication15

	Natalizumab
	
	
	

	
	
	
	

	Urinary tract infection
	2.00%16
	156.09
	GP visit, secondary outpatient visit, and treatment with trimethoprim7

	Progressive multifocal leukoencephalopathy
	1st year: 0.02%, year 2+: 0.16%17
	6,599.21
	Hospitalization for two weeks, MRI, JC virus PCR and lumbar puncture16,18 

	Headache
	21.30%19
	124.43
	Specialist visit 

	Fatigue
	14.60%19
	124.43
	Specialist visit

	Arthralgia
	10.00%19
	261.77
	GP visit, methylprednisolone injections and outpatient pain management appointment, including 3 outpatient visits. 

	Allergic reaction
	4.60%19
	276.44
	One week course of treatment with methylprednisolone and cost of neurology visits in 25% of patients.


*See table B. **5-year probability calculated from the proportion of patients that experienced thyroid AE times the proportions receiving thyroidectomy or iodine ablation. Costs were conservatively applied in the first year and thus not discounted.  
Table B Annual probabilities of acquiring autoimmune thyroid-related adverse events by year from alemtuzumab initiation8
	
	Year 1 & 2
	Year 3
	Year 4
	Year 5

	Hypothyroidism
	2.18%
	5.35%
	2.76%
	1.69%

	Hyperthyroidism
	1.59%
	6.67%
	3.73%
	2.96%

	Graves’ disease
	1.19%
	6.11%
	2.57%
	1.69%


Annual probabilities were derived from the reported incidence rates using p=1-exp(-r/100), with p being the probability and r the rate in events per 100 patient-years. Events and time periods are not mutually exclusive, meaning that a single patient can be represented in multiple figures. To avoid double-counting of patients, and due to a lack of data on the duration of the thyroid-related adverse events, costs reported in table A are applied to the year of thyroid-related adverse event diagnosis.
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