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Supplementary Figure 1 - Schematic overview of the Markov model structure. 
CT: computed tomography; CI-AKI: contrast induced - acute kidney injury; MI: myocardial infarction.

	
	Iodixanol
	LOCM
	Incremental

	Health benefits
	
	
	

	CI-AKI incidence
	4.90%
	17.90%
	-12.90%

	Mean number of MI events
	0.14
	0.15
	-0.01

	Undiscounted LYs 
	16.15
	15.32
	0.83

	Discounted LYs 
	11.83
	11.32
	0.51

	Costs (€)
	
	
	

	Contrast Medium Costs
	€ 44.00
	€ 35.49
	€ 8.51

	Cost od ADRs
	€ 59.24
	€ 45.03
	€ 14.21

	Cost of MI (first & subsequent)
	€ 444.96
	€ 460.72
	-€ 15.76

	Total costs
	€ 548.20
	€ 541.24
	€ 6.96

	ICER € /LY gained 
	
	
	€ 13.65


Supplementary Table 1 - Results of base-case analysis when the cost of moderate to severe ADRs are included. Incidence of ADRs of allergic nature was obtained by a large Italian observational studies by Lapi et al., [29], which estimated at the incidence of immediate (within one hour post-CM administration) and delayed (up to 7 days post-CM administration) ADRs in IA and IV settings. Lapi et al. classified ADRs by level of severity and our analysis focussed on those which require hospitalization, i.e. moderate to severe. ADRs were only included in the first cycle of the simulation as a one-time adverse event. The incidence of ADR considered in the model was 3.71% for iodixanol and 2.82% for LOCM [29]. The healthcare costs of one episodes of a non-renal ADRs requiring hospitalizations was obtained from Italian DRG tariffs. DRG code 447:”Reazioni allergiche, età> 17” is associated to a tariff of € 1,596.88 [22].

	CM strategy
	LYs
	∆LYs
	costs
	∆costs
	ICER €/LY

	Diabetic population
	
	
	
	

	LOCM
	9.64
	
	750.78
	
	

	Iodixanol
	10.31
	0.67
	733.25
	-17.53
	dominant

	CHF population
	
	
	
	

	LOCM
	9.19
	
	1,472.78
	
	

	Iodixanol
	9.98
	0.79
	1,420.66
	-52.12
	dominant

	RI population
	
	
	
	

	LOCM
	9.15
	
	403.18
	
	

	Iodixanol
	9.72
	0.57
	402.59
	-0.59
	dominant

	Age≥75 population
	
	
	
	

	LOCM
	4.58
	
	265.01
	
	

	Iodixanol
	5.20
	0.63
	277.08
	12.07
	19.27


Supplementary Table 2 - Results of base-case analysis by sub-population with specified risk factors, namely diabetes, congestive heart failure (CHF), renal impairment and population over 75 years of age. The four sub-populations differs for CI-AKI incidence, myocardial infarction risk and overall mortality. CI-AKI incidence was calculated factoring baseline incidence from McCullough and Brown [9] by odds ratios (OR) from Mehran’s observational study on 5,571 patients undergoing percutaneous coronary intervention [15]. It was assumed that such proportions continued to hold in intravenous setting. The Framingham algorithm [16] [32] was used to derive the risk of MI for each of the four high-risk subpopulations, with the exception of RI patients, which is not considered a risk factor for MI.  Hence, the probability of MI for RI subpopulation was assumed to be the same as for the overall population. The Relative Risk (RR) associated to patients affected by diabetes for all cause mortality was obtained from the findings of the population-based study by De Marco et al. [30], who analysed a cohort of 7,148 known type 2 diabetes patients in Verona, Italy. RR of death in CHF sub-population was obtained from the 1999 report by the Italian Network of Congestive Heart Failure (IN-CHF) [33]. Mortality RR for RI patients was based on a 3-years study by Raymond et al. [31] on 106,366 ambulatory patients in the US. The starting age for over 75 years of age patients was set at 83.8 years. The value was estimated with bootstrap techniques given the mean and SD from overall cohort in Lencioni et al. [13] and assuming a normal distribution. Mortality risk was calculated accordingly.
