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	Parameter
	Estimated effect 
	Standard error
	p-value

	Age 
	–0.0035
	0.0003
	<0.0001

	Gender†  
	–27.3660
	6.7072
	<0.0001

	Treatment duration
	0.0180
	0.0021
	<0.0001

	Calendar year
	–0.0070
	 0.0024
	0.0039

	Calendar year*gender
	0.01365
	0.0033
	<0.0001


†Male patients were compared with female patients as reference.

(b) Results of the multiple regression analysis by gender examining the impact of different parameters on the growth hormone dose over the 10 year study period. 
	Parameter
	Estimated effect
	Standard error
	p-value

	Females

	  Age 
	–0.0041	
	0.0005
	<0.0001

	  Treatment duration
	0.0206
	0.0034
	<0.0001

	  Calendar year
	0.0062
	0.0029
	0.0330

	Males

	  Age 
	–0.0029
	0.0003
	<0.0001

	  Treatment duration
	0.0151
	0.0025
	<0.0001

	  Calendar year
	–0.0065
	0.0021
	0.0019





Supplementary Figure 1. Time trend of growth hormone dose by gender over the 10-year study period.
GH, growth hormone.


Supplementary Figure 2. (a) IGF-I SDS by treatment year. (b) IGFBP-3 SDS by treatment year.
Data are mean (SD). Note that IGF-I levels were not available for all patients, number of patients with data are given for each year.
IGF-I, insulin-like growth factor-I; IGFBP-3, Insulin-like growth factor binding protein-3; n, number of patients; SD, standard deviation; SDS, standard deviation score.

