Appendix 2 

Figure S1. Tornado diagram illustrating the impact on the incremental costs from the univariate sensitivity analysis for cohort 1. 
Abbreviations: BTH: breakthrough hemolysis; Hx: history; IncC5Inhib: incomplete C5 inhibition; trans. prob.: transition probability. 





Figure S2. Tornado diagram illustrating the impact on the incremental QALYs from the univariate sensitivity analysis for cohort 1. 
Abbreviations: BTH: breakthrough hemolysis; CAC: complement-amplifying condition; Hx: history; IncC5Inhib: incomplete C5 inhibition; trans. prob.: transition probability.




Figure S3. Tornado diagram illustrating the impact on the incremental costs from the univariate sensitivity analysis for cohort 2. 
Abbreviations: BTH: breakthrough hemolysis; CAC: complement-amplifying condition; Hx: history; IncC5Inhib: incomplete C5 inhibition; trans. prob.: transition probability.



Figure S4. Tornado diagram illustrating the impact on the incremental QALYs from the univariate sensitivity analysis for cohort 2. 
Abbreviations: BTH: breakthrough hemolysis; CAC: complement-amplifying condition; Hx: history; IncC5Inhib: incomplete C5 inhibition; trans. prob.: transition probability.





Figure S5. Cost-effectiveness plane for cohort 1. The red mark reflects the base case ICUR. 
Abbreviation: QALYs: quality-adjusted life years.





Figure S6. Cost-effectiveness plane for cohort 2. The red mark reflects the base case ICUR. 
Abbreviation: QALYs: quality-adjusted life years.





Figure S7. Cost-effectiveness acceptability curve for cohort 1. The red mark represents the probability of being cost-effective at a cost-utility threshold of €20,000 per QALY. 
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Figure S8. Cost-effectiveness acceptability curve for cohort 2. The red mark represents the probability of being cost-effective at a cost-utility threshold of €20,000 per QALY. 
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Incremental costs (€)
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Incremental costs (€)
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Probability of being cost-effective
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Probability of being cost-effective


Upper bound	
Administration cost ravulizumab (191.03–516.79)	Administration cost eculizumab (104.20–281.87)	Cohort 1 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.001–0.006)	Cohort 1 eculizumab – BTH Trans. prob.: HxIncC5Inhib to IncC5Inhib (0.023–0.345)	Cohort 1 – Age at baseline (43.5–47.5)	Cohort 1 – Proportion female (24–68)	Cohort 1 ravulizumab – With BTH: prob. transfustion in 2-week period (1.765–14.000)	Cohort 1 eculizumab – No BTH: prob. transfusion in 2-week period (0.074–0.100)	Cohort 1 ravulizumab – No BTH: prob. transfusion in 2-week period (0.046–0.067)	Cohort 1 eculizumab – BTH Trans. prob.: HxIncC5Inhib_IncC5Inhib to IncC5Inhib (0.113–0.604)	-159421.01175579801	-385989.61829737294	-352427.52115171374	-309664.84816351859	-290516.7913812726	-311131.18966537912	-297854.30487822986	-309301.0613072773	-303358.54942600563	-308559.68383176997	 Lower bound	
Administration cost ravulizumab (191.03–516.79)	Administration cost eculizumab (104.20–281.87)	Cohort 1 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.001–0.006)	Cohort 1 eculizumab – BTH Trans. prob.: HxIncC5Inhib to IncC5Inhib (0.023–0.345)	Cohort 1 – Age at baseline (43.5–47.5)	Cohort 1 – Proportion female (24–68)	Cohort 1 ravulizumab – With BTH: prob. transfustion in 2-week period (1.765–14.000)	Cohort 1 eculizumab – No BTH: prob. transfusion in 2-week period (0.074–0.100)	Cohort 1 ravulizumab – No BTH: prob. transfusion in 2-week period (0.046–0.067)	Cohort 1 eculizumab – BTH Trans. prob.: HxIncC5Inhib_IncC5Inhib to IncC5Inhib (0.113–0.604)	-421082.37131983135	-243393.32614947017	-275352.2470159845	-277173.76568267442	-319868.85249777976	-301442.03438213858	-305121.44479337294	-303072.88689218892	-308544.05233474291	-304043.47181008558	
Incremental costs (€)




Upper bound	
Cohort 1 ravulizumab – No BTH-event health utility (0.826–0.851)	Cohort 1 eculizumab – No BTH-event health utility (0.826–0.851)	Cohort 1 – Age at baseline (43.5–47.5)	Cohort 1 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.002–0.010)	Reduced treatment burden (0.068–0.072)	Cohort 1 ravulizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	Cohort 1 – Proportion female (24–68)	Cohort 1 eculizumab – No BTH: prob. transfusion in 2wk period (0.074–0.100)	Cohort 1 – Transfusion utility decrement (0.029–0.065)	Cohort 1 ravulizumab – No BTH: prob. transfusion in 2wk period (0.046–0.067)	1.9961173482227323	1.1977811608066737	1.5526474003437798	1.6389640752734422	1.6322654024978362	1.5616055286296593	1.6164684805244534	1.4845667387178096	1.5806120514449198	1.6108118652550409	 Lower bound	
Cohort 1 ravulizumab – No BTH-event health utility (0.826–0.851)	Cohort 1 eculizumab – No BTH-event health utility (0.826–0.851)	Cohort 1 – Age at baseline (43.5–47.5)	Cohort 1 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.002–0.010)	Reduced treatment burden (0.068–0.072)	Cohort 1 ravulizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	Cohort 1 – Proportion female (24–68)	Cohort 1 eculizumab – No BTH: prob. transfusion in 2wk period (0.074–0.100)	Cohort 1 – Transfusion utility decrement (0.029–0.065)	Cohort 1 ravulizumab – No BTH: prob. transfusion in 2wk period (0.046–0.067)	1.1724386868266272	2.0203633295000039	1.6378169285149475	1.565911197926841	1.5615075142102448	1.6179234493331407	1.5783228534497127	1.521249322060104	1.6113399348770905	1.5837207165648337	
Incremental QALYs




Upper bound	
Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.000–0.004)	Cohort 2 eculizumab – BTH Trans. prob.: HxIncC5Inhib to IncC5Inhib (0.000–0.985)	Administration cost ravulizumab (191.03–516.79)	Administration cost eculizumab (104.20–281.87)	Cohort 2 eculizumab – BTH: prob. transfusion in 2-week period (2.029–14.000)	Cost of productivity per hour (21.08–57.02)	Cohort 2 ravulizumab – No BTH: prob. transfusion in 2-week period (0.016–0.032)	Cohort 2 eculizumab – BTH Trans. prob.: HxIncC5Inhib_IncC5Inhib to IncC5Inhib (0.000–0.985)	Cohort 2 eculizumab – No BTH: prob. transfusion in 2-week period (0.013–0.027)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	-808031.39752353309	-264924.70367394626	-116535.96950935865	-343223.74256515421	-282161.4768620145	-265924.44536848646	-261262.1779108505	-265711.81844222394	-265102.60821088951	-262054.24280256339	 Lower bound	
Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.000–0.004)	Cohort 2 eculizumab – BTH Trans. prob.: HxIncC5Inhib to IncC5Inhib (0.000–0.985)	Administration cost ravulizumab (191.03–516.79)	Administration cost eculizumab (104.20–281.87)	Cohort 2 eculizumab – BTH: prob. transfusion in 2-week period (2.029–14.000)	Cost of productivity per hour (21.08–57.02)	Cohort 2 ravulizumab – No BTH: prob. transfusion in 2-week period (0.016–0.032)	Cohort 2 eculizumab – BTH Trans. prob.: HxIncC5Inhib_IncC5Inhib to IncC5Inhib (0.000–0.985)	Cohort 2 eculizumab – No BTH: prob. transfusion in 2-week period (0.013–0.027)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	156534.29324287179	23481.315924050003	-378341.15030770667	-200558.64742296762	-265560.71039103129	-261181.51358642336	-264962.50381961424	-262015.83565182556	-261734.60304202739	-264068.21058136947	
Incremental costs (€)




Upper bound	
Cohort 2 ravulizumab – No BTH-event health utility (0.847–0.876)	Cohort 2 eculizumab – No BTH-event health utility (0.847–0.876)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	Reduced treatment burden (0.068–0.072)	Cohort 2 ravulizumab – No BTH: prob. transfusion in 2wk period (0.016–0.032)	Cohort 2 eculizumab – No BTH: prob. transfusion in 2wk period (0.013–0.027)	Cohort 2 – BTH-event utility decrement (0.134–0.265)	Cohort 2 ravulizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.000–0.000)	Cohort 2 – Age at baseline (45.7–49.7)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.000–0.004)	2.0201305338183708	1.1126068943950358	1.6172138319745599	1.601970520480549	1.5518231550455255	1.5797139331997236	1.5205492479716476	1.5608531187285877	1.5755762457506499	1.5639954138086409	 Lower bound	
Cohort 2 ravulizumab – No BTH-event health utility (0.847–0.876)	Cohort 2 eculizumab – No BTH-event health utility (0.847–0.876)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.001–0.006)	Reduced treatment burden (0.068–0.072)	Cohort 2 ravulizumab – No BTH: prob. transfusion in 2wk period (0.016–0.032)	Cohort 2 eculizumab – No BTH: prob. transfusion in 2wk period (0.013–0.027)	Cohort 2 – BTH-event utility decrement (0.134–0.265)	Cohort 2 ravulizumab – BTH Trans. prob.: NoHxIncC5Inhib to CAC (0.000–0.000)	Cohort 2 – Age at baseline (45.7–49.7)	Cohort 2 eculizumab – BTH Trans. prob.: NoHxIncC5Inhib to IncC5Inhib (0.000–0.004)	1.0693133018185712	2.062713265168675	1.5333688362703306	1.531173273482942	1.5786802478364912	1.555238018326623	1.5343331406880658	1.5673842608109609	1.5719965375617981	1.5675169213373614	
Incremental QALYs




