[bookmark: _GoBack]S1 Explanation of-lifetime cost estimates

Lifetime costs were estimated using a standard cost of illness methodology using age-specific annual costs and contributions to productivity with survival data.1 Lifetime costs represent the difference in expected costs between a trisomy birth and average birth.  Lifetime costs include direct medical and educational costs and the indirect costs due to lost productivity.  
To update the costs of trisomy 21, we used more recent survival data to reflect longer life expectancies.  The lifetime costs of trisomies 13 and 18 were estimated using the cost data provided by Waitzman for trisomy 21 and using trisomies 13 and 18 survival data.  Trisomies 13 and 18 have similar one-year survival rates.2  In the absence of survival data from trisomy 13 beyond one year, we assumed survival beyond one year was similar to that of trisomy 18.3  Therefore, the same survival curve was used for trisomies 18 and 13.
Costs beyond one year were discounted at an annual rate of 3% as recommended by cost-effectiveness guidelines.4,5  Lifetime cost estimates were inflated to 2013 dollars.  We adjusted the medical portion of lifetime costs using the health care component of the personal consumption expenditure index.6  We adjusted the non-medical direct and indirect portions of lifetime costs using the employment cost index for civilian workers.7  
The estimated direct costs were $427,577 for trisomy 21 and $37,971 for trisomies 13 and 18.  Because few trisomy 13 or 18 live births survived beyond one year, the bulk of direct costs were comprised of medical costs within the first year.  The estimated indirect costs due to lost productivity were $1,069,195 for trisomy 21 and $1,363,877 for trisomies 13 and 18.  These costs represent the difference in estimated productivity contributions between an average and trisomy birth.  The indirect costs are larger for trisomies 13 and 18 compared to trisomy 21 due to the short life expectancy that precludes productivity contributions for trisomies 13 and 18.
The direct medical portion of the lifetime costs of trisomies 13 and 18 were the greatest source of uncertainty in these estimates.  We are not aware of any study that examines annual expenditures for trisomies 13 and 18.  However, one study found the average hospitalization for trisomies 13 and 18 infants resulted in hospital charges of $30,000-$39,000 (2003 dollars).8  Although a direct comparison cannot be made between our medical cost estimates, these figures suggest our estimates may have understated these costs.
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