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Table S1. Transition matrix of annual probabilities of moving among EDSS levels in RRMS patients (Palace et al. 2014 [29]) 
	FROM
EDSS
	TO EDSS

	
	EDSS
	0
	1
	2
	3
	4
	5
	6
	7
	8
	9

	
	0
	0.6954
	0.2029
	0.0725
	0.0217
	0.0042
	0.0014
	0.0018
	0.0001
	0.0000
	0.0000

	
	1
	0.0583
	0.6950
	0.1578
	0.0609
	0.0164
	0.0046
	0.0064
	0.0005
	0.0001
	0.0000

	
	2
	0.0159
	0.1213
	0.6079
	0.1680
	0.0446
	0.0185
	0.0216
	0.0017
	0.0005
	0.0000

	
	3
	0.0059
	0.0496
	0.1201
	0.5442
	0.0911
	0.0585
	0.1165
	0.0103
	0.0036
	0.0003

	
	4
	0.0017
	0.0221
	0.0666
	0.1152
	0.4894
	0.1039
	0.1681
	0.0258
	0.0067
	0.0006

	
	5
	0.0005
	0.0053
	0.0294
	0.0587
	0.0874
	0.4870
	0.2731
	0.0388
	0.0188
	0.0010

	
	6
	0.0001
	0.0013
	0.0044
	0.0250
	0.0307
	0.0408
	0.7407
	0.1090
	0.0438
	0.0042

	
	7
	0.0000
	0.0002
	0.0005
	0.0025
	0.0073
	0.0039
	0.1168
	0.6927
	0.1606
	0.0156

	
	8
	0.0000
	0.0000
	0.0000
	0.0003
	0.0006
	0.0005
	0.0188
	0.0557
	0.9034
	0.0207

	
	9
	0.0000
	0.0000
	0.0000
	0.0000
	0.0000
	0.0000
	0.0018
	0.0057
	0.1741
	0.8183


EDSS= Expanded Disability Status Scale, RRMS=relapsing-remitting multiple sclerosis.
29. Palace J, Bregenzer T, Tremlett H, Oger J, Zhu F, Boggild M, Duddy M, Dobson C. UK multiple sclerosis risk-sharing scheme: a new natural history dataset and an improved Markov model. BMJ Open. 2014;4(1):e004073. https://doi.org/10.1136/bmjopen-2013-004073

Table S2. Administration time loss (EASIER Study) (9)
	DMT
	Time for administration in minutes
	Daytime for administration in hours

	
	Clinician
	Nurse
	Chair Occupation
	Day time per patient
	Loss of productivity per patient
	Loss of productivity for patient & society
	Informal care per patient
	Informal care for caregiver

	natalizumab IV
	8.06
	20.66
	125
	4.70
	1.09
	2.65
	1.96
	2.36

	natalizumab SC
	2.55
	9.64
	51
	2.42
	0.56
	1.36
	1.01
	1.21


DMT =Disease Modifying Treatment, IV= Intravenous, SC= subcutaneous
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Table S3. DMTs price, administration frequency and monitoring costs
	DMTs
	Dose
	Ex-factory price with mandatory discount
	N of doses per year
	Monitoring cost

	natalizumab IV / SC
	Administered intravenously at a dose of 300 mg every 4 weeks in the first year of treatment (IV) and every 6 weeks from the second year (extended dose).
	1624.50 €
(1 vial – 300mg- IV)
(2 syringes 1 ml -150mg/ml –SC)
	13.0 (first year IV); 8.7 (from second year IV/SC)
	Year 1: 1120.37 €
Year 2: 746.61 €
≥Year 3: 779.52 €

	ofatumumab
	At a dose of 20 mg at weeks 0, 1, and 2, followed by subsequent dosing of 20 mg every 4 weeks (starting at week 4).
	1233.21 €
(1 prefilled pen – 20 mg)
	15.0 (first year); 12.0 (from second year)
	Year 1: 1319.90 €
Year 2: 719.13 €
≥Year 3: 579.58 €

	ocrelizumab
	Initial dose of 300 mg followed two weeks later by a second 300 mg intravenous infusion and then single 600 mg intravenous infusion every 6 months.
	5640.63 € 
(1 vial – 300mg)
	4.0 (first year); 4.0 (from second year)
	Year 1: 1633.08 
Year 2:  860.24 €
≥Year 3: 772.39 €


DMT =Disease Modifying Treatment, IV= Intravenous, SC= subcutaneous


Table S4.  Distribution of main model input parameters
	Category 
	Parameter
	 Distribution 

	General 
	Cohort mean age
	Normal

	
	Female proportion
	Beta

	Clinical
	EDSS distribution (proportion)
	Dirichlet

	
	EDSS annual transition probabilitities 
	Dirichlet

	
	Annual relapse rate
	Lognormal

	
	Relapse needing hospitalisation (proportion)
	Beta

	
	Disease Mortality risk (HR)
	Lognormal

	
	Disability (EDSS) progression risk (HR)
	Lognormal

	
	Relapse rate ratio 
	Lognormal

	
	DMT discountinuation annual probability
	Beta

	Utilities
	Utilities (by EDSS)
	Beta

	
	Disutility for pts with relapses 
	Beta

	Social
	Informal care - days per year (by EDSS)
	Gamma

	
	Productivity loss - days per year (by EDSS)
	Gamma

	
	Productivity loss (unpaied) - days per year (by EDSS)
	Gamma

	
	Unemployed patients proportion (by EDSS)
	Beta

	Costs
	Disease management cost (by EDSS)
	Gamma

	
	Relapse cost
	Gamma

	
	Community services cost (by EDSS)
	Gamma

	
	Investments cost (by EDSS)
	Gamma

	
	Informal care cost (by EDSS)
	Gamma

	
	Productivity loss cost (by EDSS)
	Gamma

	B. Alternative scenario 

	Category 
	Parameter
	 Distribution 

	Times for drug administration
	Administration time for clinician, nurse
	Gamma

	
	Administration day time for patient  
	Gamma

	
	Productivity loss time for patient, society
	Gamma

	
	Informal care time per patient, caregiver
	Gamma

	Cost
	Administration time cost (clinician, nurse)
	Gamma

	
	Occupation chair time cost
	Gamma

	
	Formal care cost
	Gamma

	
	Productivity loss cost
	Gamma

	 
	Informal care cost
	Gamma


DMT =Disease Modifying Treatment.
Input values for model parameters are reported in tables 1-3 and S1-S3 or in the methods section text


Table S5. Cost related to DMT administration a 5-year time frame per 100 patients. Alternative scenario.
	Costs
	Five-year value
	Difference (vs natalizumab IV)

	
	natalizumab IV
	natalizumab SC 
	natalizumab SC

	Healthcare 

	Administration time (hours)
	
	
	

	Clinician
	 € 33,280 
(25,515 ; 42,712) 
	 € 21,858 
(16,545 ; 28,491) 
	 € -11,426 
(-19,457 ; -4,558) 

	Nurse
	 € 34,430 
(26,528 ; 44,184) 
	 € 22,494 
(17,097 ; 29,420) 
	 € -11,933 
(-20,233 ; -5,077) 

	chair occupation time
	 € 2,323 
(1,797 ; 2,960) 
	 € 1,422 
(1,051 ; 1,808) 
	 € -902 
(-1,449 ; -439) 

	Total
	 € 70,033 
(56,855 ; 84,968) 
	 € 45,774 
(37,493 ; 54,440) 
	 € -24,261 
(-36,177 ; -13,566) 

	Transport
	 € 113,886 
(88,180 ; 143,121) 
	 € 113,886 
(88,180 ; 143,121) 
	 € 0 
(0 ; 0) 

	Formal Care
	 € 8,808 
(6,714 ; 11,176) 
	 € 6,042 
(4,633 ; 7,665) 
	 € -2,766 
(-4,901 ; -949) 

	Social

	Productivity loss (hours)
	
	
	

	patient & society
	 € 54,990 
(41,384 ; 71,002) 
	 € 37,661 
(28,834 ; 47,967) 
	 € -17,338 
(-31,326 ; -5,402) 

	Society
	 € 155,850 
(119,631 ; 199,091) 
	 € 106,699 
(80,491 ; 134,784) 
	 € -49,188 
(-89,363 ; -16,200) 

	Patient loss of time for unpaid activities (hours)
	 € 20,908 
(16,160 ; 26,574) 
	 € 13,532 
(10,313 ; 17,321) 
	 € -7,374 
(-12,137 ; -3,306) 

	Productivity loss for caregiver (hours)
	 € 115,263 
(88,834 ; 146,570) 
	 € 78,679 
(60,013 ; 100,900) 
	 € -36,602 
(-62,932 ; -11,611) 

	Total

	Healthcare 
	 € 192,726 
(159,965 ; 228,752) 
	 € 165,701 
(136,490 ; 196,628) 
	 € -27,027 
(-38,973 ; -16,310) 

	Social
	 € 347,011 
(295,723 ; 406,852) 
	 € 236,571 
(200,363 ; 273,500) 
	 € -110,502 
(-164,301 ; -66,540) 

	Total
	 € 539,738 
(470,289 ; 618,220) 
	 € 402,272 
(351,579 ; 457,917) 
	 € -137,529 
(-192,391 ; -89,754) 


Probabilistic Sensitivity Analysis Results - Cost in € - Mean value (95% Confidence Intervals) on a five-year time-year per 100 patients. IV= Intravenous, SC=subcutaneous.
DMT =Disease Modifying Treatment. EDSS= Expanded Disability Status Scale, IV= Intravenous, SC= subcutaneous, Severe Relapse= Relapse requiring hospitalization.

Table S6. Clinical and social outcomes on a 5-year time frame per 100 patients. Base case scenario – sensitivity analysis.
	Outcomes
	Five-year value 
	Difference (vs natalizumab)

	
	natalizumab 
	Ocrelizumab
	ofatumumab
	ocrelizumab
	ofatumumab

	Clinical

	Relapse, N
	 109.95 
(86.18 ; 134.69) 
	 114.89 
(90.35 ; 144.26) 
	 108.90 
(84.96 ; 138.40) 
	 4.94 
(-29.90 ; 41.86) 
	 -1.06 
(-33.83 ; 34.21) 

	Severe Relapse, N
	 1.10 
(0.63 ; 1.67) 
	 1.15 
(0.71 ; 1.73) 
	 1.09 
(0.65 ; 1.68) 
	 0.05 
(-0.66 ; 0.79) 
	 -0.01 
(-0.76 ; 0.73) 

	Non - Severe Relapse, N
	 108.85 
(85.19 ; 133.36) 
	 113.74 
(89.43 ; 142.75) 
	 107.81 
(84.16 ; 136.92) 
	 4.88 
(-29.69 ; 41.64) 
	 -1.04 
(-33.18 ; 33.96) 

	EDSS distribution, % pts
	
	
	
	
	

	0-3 
	 72.59 
(67.14 ; 76.94) 
	 72.15 
(65.13 ; 77.68) 
	 71.18 
(65.08 ; 75.99) 
	 -0.43 
(-8.88 ; 7.20) 
	 -1.41 
(-8.49 ; 5.69) 

	4-6
	 23.43 
(20.51 ; 26.78) 
	 23.65 
(19.92 ; 27.61) 
	 24.32 
(21.12 ; 27.79) 
	 0.22 
(-4.73 ; 5.58) 
	 0.89 
(-3.86 ; 5.26) 

	7
	 1.83 
(1.10 ; 2.99) 
	 1.93 
(0.96 ; 3.64) 
	 2.11 
(1.20 ; 3.56) 
	 0.11 
(-1.44 ; 1.98) 
	 0.29 
(-1.13 ; 1.86) 

	8-9 
	 1.48 
(0.89 ; 2.43) 
	 1.57 
(0.77 ; 3.04) 
	 1.74 
(0.99 ; 2.93) 
	 0.09 
(-1.22 ; 1.63) 
	 0.26 
(-0.94 ; 1.62) 

	10
	 0.67 
(0.18 ; 2.22) 
	 0.69 
(0.18 ; 2.29) 
	 0.65 
(0.20 ; 2.06) 
	 0.01 
(-1.76 ; 1.85) 
	 -0.02 
(-1.74 ; 1.55) 

	EDSS ≤ 3, % pts 
	 72.59 
(67.14 ; 76.94) 
	 72.15 
(65.13 ; 77.68) 
	 71.18 
(65.08 ; 75.99) 
	 -0.43 
(-8.88 ; 7.20) 
	 -1.41 
(-8.49 ; 5.69) 

	EDSS ≥ 6, % pts 
	 14.66 
(10.75 ; 19.61) 
	 15.08 
(9.95 ; 21.96) 
	 16.03 
(11.58 ; 22.17) 
	 0.43 
(-6.86 ; 8.46) 
	 1.37 
(-5.29 ; 8.27) 

	EDSS 7-9, % pts 
	 3.31 
(1.98 ; 5.43) 
	 3.51 
(1.73 ; 6.62) 
	 3.85 
(2.21 ; 6.48) 
	 0.20 
(-2.55 ; 3.62) 
	 0.54 
(-2.05 ; 3.45) 

	LYs, years
	 464.76 
(461.19 ; 465.87) 
	 464.73 
(461.03 ; 465.87) 
	 464.80 
(461.60 ; 465.84) 
	 0.00 
(0:00 ; 0:00) 
	 0.00 
(0:00 ; 0:00) 

	

	QALYs, years
	 379.41 
(356.52 ; 398.59) 
	 379.46 
(356.27 ; 397.96) 
	 378.64 
(358.65 ; 398.67) 
	 0.05 
(-31.80 ; 29.14) 
	 -0.78 
(-27.93 ; 27.55) 

	Informal care, days
	 24,955.69 
(21,007.95 ; 29,143.53) 
	 25,141.67 
(20,634.93 ; 30,136.70) 
	 25,394.53 
(21,497.51 ; 30,041.11) 
	 185.98 
(-5,836.06 ; 6,260.94) 
	 438.84 
(-5,328.43 ; 6,421.65) 

	Productivity Loss, days
	 31,135.57 
(26,059.67 ; 37,084.39) 
	 31,242.63 
(25,772.41 ; 37,674.32) 
	 31,980.86 
(26,705.68 ; 38,314.19) 
	 107.06 
(-8,270.03 ; 8,229.95) 
	 845.29 
(-6,996.63 ; 9,094.33) 

	Unemployed pts, %
	 38.58 
(32.94 ; 44.87) 
	 38.73 
(32.37 ; 44.95) 
	 39.03 
(32.92 ; 45.41) 
	 0.15 
(-8.78 ; 8.24) 
	 0.45 
(-8.60 ; 8.93) 


Probabilistic Sensitivity Analysis Results - Mean values (95% Confidence Intervals) on a five-year time frame per 100 patients.
DMT =Disease Modifying Treatment. EDSS= Expanded Disability Status Scale, LYs= Life-Years; QALYs=Quality-Adjusted Life-Years. Severe Relapse= Relapse requiring hospitalization.


Table S7. Direct and Indirect Costs (€) on a 5-year time frame per 100 patients. Base Case Scenario sensitivity analysis.
	Costs
	Five-year value 
	Difference (vs natalizumab)

	
	natalizumab 
	ocrelizumab
	ofatumumab
	ocrelizumab
	ofatumumab

	Direct Healthcare 

	DMT (drug, monitoring and administration)
	 € 6,108,194 
(5,930,778 ; 6,293,548) 
	 € 7,398,135 
(7,211,864 ; 7,558,559) 
	€ 7,227,053 
(7,119,863 ; 7,305,824)
	 € 1,289,942 
(1,032,079 ; 1,511,446) 
	 € 1,118,860 
(904,195 ; 1,314,719) 

	Relapse
	 € 49,095 
(30,743 ; 73,147) 
	 € 50,788 
(31,917 ; 76,343) 
	 € 47,996 
(29,008 ; 72,916) 
	 € 1,694 
(-29,135 ; 31,457) 
	 € -1,099 
(-33,540 ; 28,509) 

	Severe Relapse 
	 € 1,572 
(763 ; 2,749) 
	 € 1,621 
(813 ; 2,781) 
	 € 1,540 
(835 ; 2,646) 
	 € 49 
(-1,350 ; 1,437) 
	 € -32 
(-1,397 ; 1,291) 

	Non-Severe Relapse
	 € 47,522 
(29,337 ; 71,802) 
	 € 49,167 
(30,451 ; 74,972) 
	 € 46,455 
(27,725 ; 70,489) 
	 € 1,645 
(-29,093 ; 30,695) 
	 € -1,067 
(-33,044 ; 28,375) 

	EDSS
	 € 1,341,806 
(1,141,754 ; 1,565,836) 
	 € 1,352,213 
(1,136,444 ; 1,574,477) 
	 € 1,363,842 
(1,166,594 ; 1,601,006) 
	 € 10,407 
(-298,224 ; 312,917) 
	 € 22,036 
(-294,773 ; 340,557) 

	Direct Non-Healthcare 

	Community Services
	 € 160,037 
(125,902 ; 207,145) 
	 € 163,817 
(123,759 ; 225,492) 
	 € 171,281 
(132,255 ; 228,106) 
	 € 3,779 
(-57,238 ; 70,761) 
	 € 11,243 
(-51,295 ; 77,732) 

	Investments
	 € 137,532 
(111,506 ; 169,109) 
	 € 138,683 
(110,889 ; 177,626) 
	 € 142,496 
(112,978 ; 174,266) 
	 € 1,151 
(-40,798 ; 46,562) 
	 € 4,965 
(-37,676 ; 48,407) 

	Indirect

	Informal Care
	 € 935,460 
(788,059 ; 1,108,359) 
	 € 947,950 
(769,196 ; 1,160,144) 
	 € 960,609 
(788,776 ; 1,169,470) 
	 € 12,490 
(-240,060 ; 277,293) 
	 € 25,148 
(-223,172 ; 287,405) 

	Productivity Loss
	 € 1,726,876 
(1,442,412 ; 2,053,473) 
	 € 1,741,477 
(1,434,417 ; 2,109,141) 
	 € 1,781,571 
(1,487,393 ; 2,134,180) 
	 € 14,600 
(-419,492 ; 491,844) 
	 € 54,694 
(-369,104 ; 515,200) 

	Total

	Direct 
	 € 7,835,988 
(7,553,019 ; 8,121,598) 
	 € 9,144,074 
(8,878,413 ; 9,396,272) 
	 € 8,991,212 
(8,778,517 ; 9,231,428) 
	 € 1,308,086 
(932,776 ; 1,693,107) 
	 € 1,155,224 
(776,172 ; 1,525,082) 

	Indirect
	 € 2,662,337 
(2,296,483 ; 3,073,825) 
	 € 2,689,427 
(2,298,112 ; 3,180,260) 
	 € 2,742,179 
(2,363,625 ; 3,190,010) 
	 € 27,090 
(-546,608 ; 641,514) 
	 € 79,843 
(-452,757 ; 653,821) 

	Total
	 € 10,498,325 
(10,009,172 ; 11,040,077) 
	 € 11,833,501 
(11,315,099 ; 12,411,503) 
	 € 11,733,391 
(11,232,141 ; 12,290,354) 
	 € 1,335,176 
(613,210 ; 2,100,444) 
	 € 1,235,067 
(500,276 ; 1,940,586) 


Probabilistic Sensitivity Analysis Results - Cost in € - Mean value (95% Confidence Intervals) on a five-year time frame per 100 patients.
DMT =Disease Modifying Treatment. EDSS= Expanded Disability Status Scale, IV= Intravenous, Severe Relapse= Relapse requiring hospitalization.


Table S8. DMT administration times on a 5-year time frame per 100 patients. Alternative scenario - sensitivity analysis. 
	Outcomes
	Five-year value
	Difference 

	
	natalizumab IV
	natalizumab SC
	(natalizumab SC vs natalizumab IV)

	Healthcare

	Administration time (hours)
	
	
	
	

	Clinician
	 500.29 
(384.23 ; 635.32) 

	 280.01 
(210.80 ; 362.30) 
	 -220.28 
(-330.88 ; -127.09) 

	Nurse
	 1,288.01 
(980.84 ; 1,643.67) 
	 841.17 
(633.99 ; 1,077.15) 
	 -446.84 
(-740.36 ; -184.63) 

	chair occupation time
	 7,788.14 
(5,976.79 ; 9,892.30) 
	 4,764.18 
(3,632.46 ; 6,200.04) 
	 -3,023.95 
(-4,839.72 ; -1,399.58) 

	Indirect

	Day time for administration (hours)
	 
	
	
	

	Patient
	17,443.89 
(13,457.33 ; 21,989.76) 

	11,887.30 
(9,158.23 ; 15,155.38) 

	-5,556.59 
(-9,723.88 ; -1,972.58) 


	Productivity loss (hours)
	
	
	
	

	patient & society
	 4,046.17 
(3,102.71 ; 5,124.72) 
	 2,784.27 
(2,086.04 ; 3,515.32) 
	 -1,261.91 
(-2,244.85 ; -469.60) 

	Society
	 9,857.67 
(7,579.03 ; 12,453.13) 
	 6,754.81 
(5,130.02 ; 8,609.06) 
	 -3,102.86 
(-5,542.77 ; -1,175.48) 

	Patient loss of time for unpaid activities (hours)
	 7,303.17 
(5,661.26 ; 9,336.22) 
	 4,727.08 
(3,623.36 ; 6,029.75) 
	 -2,576.09 
(-4,210.06 ; -1,081.25) 

	Productivity loss for caregiver (hours)
	 8,769.98 
(6,825.41 ; 11,117.14) 
	 6,005.42 
(4,567.62 ; 7,679.30) 
	 -2,764.56 
(-4,865.08 ; -964.24) 


Probabilistic Sensitivity Analysis Results - Time in hours - mean value (95% Confidence Intervals) on a 5-year frame per 100 patients. IV= Intravenous, SC=subcutaneous, DMT=Disease Modifying Treatment.

Table S9. Cost related to DMT administration a 5-year time frame per 100 patients. Alternative scenario – sensitivity analysis. 
	Costs
	Five-year value
	Difference (vs natalizumab IV)

	
	natalizumab IV
	natalizumab SC 
	natalizumab SC

	Healthcare

	Administration time (hours)
	
	
	

	Clinician
	 € 33,254 
(25,415 ; 42,325) 
	 € 21,970 
(16,624 ; 27,843) 
	 € -11,248 
(-19,074 ; -4,527) 

	Nurse
	 € 34,745 
(26,608 ; 44,680) 
	 € 22,684 
(16,955 ; 28,915) 
	 € -6,810 
(-15,848 ; 614) 

	chair occupation time
	 € 2,320 
(1,780 ; 2,919) 
	 € 1,426 
(1,064 ; 1,827) 
	 € -583 
(-1,163 ; -93) 

	Total
	 € 70,319 
(58,397 ; 83,893) 
	 € 46,080 
(38,037 ; 54,513) 
	 € -18,641 
(-30,619 ; -7,793) 

	Transport
	 € 113,751 
(87,631 ; 145,735) 
	 € 113,751 
(87,631 ; 145,735) 
	 € 37,263 
(-2,404 ; 79,598) 

	Formal Care
	 € 8,896 
(6,876 ; 11,289) 
	 € 6,069 
(4,668 ; 7,763) 
	 € -1,313 
(-3,491 ; 924) 

	Social

	Productivity loss (hours)
	
	
	

	patient & society
	 € 54,975 
(42,187 ; 70,875) 
	 € 37,568 
(28,100 ; 48,160) 
	 € -8,506 
(-22,206 ; 4,731) 

	Society
	 € 157,619 
(122,326 ; 198,339) 
	 € 107,078 
(81,607 ; 138,177) 
	 € -23,978 
(-62,418 ; 9,665) 

	Patient loss of time for unpaid activities (hours)
	 € 21,006 
(15,927 ; 26,982) 
	 € 13,593 
(10,256 ; 16,916) 
	 € -3,078 
(-8,333 ; 1,997) 

	Productivity loss for caregiver (hours)
	 € 115,532 
(88,480 ; 149,239) 
	 € 78,824 
(60,020 ; 99,074) 
	 € -17,423 
(-47,846 ; 10,297) 

	Total

	Healthcare 
	 € 192,966 
(161,384 ; 230,392) 
	 € 165,901 
(137,045 ; 198,982) 
	 € -27,066 
(-38,457 ; -16,438) 

	Social
	 € 349,132 
(294,954 ; 410,345) 
	 € 237,063 
(198,944 ; 278,775) 
	 € -112,069 
(-164,254 ; -67,885) 

	Total
	 € 542,099 
(470,860 ; 617,860) 
	 € 402,964 
(350,139 ; 458,692) 
	 € -139,135 
(-195,296 ; -92,799) 


Probabilistic Sensitivity Analysis Results - Cost in € - Mean value (95% Confidence Intervals) on a five-year time-year per 100 patients. IV= Intravenous, SC=subcutaneous.
DMT =Disease Modifying Treatment. EDSS= Expanded Disability Status Scale, IV= Intravenous, SC= subcutaneous, Severe Relapse= Relapse requiring hospitalization.
