Methods
Procedures (already described)

Subjects and Interventions

The number of interventions and subjects during follow-up visits are reported in table 1. Briefly, in the crossotomy and TSFL  groups 8/53 (15.1%) and 11/60 (18.3%) patients underwent to bilateral interventions, whereas in the TPL group the bilateral intervention was only one out of 55 patients. The follow-up period was longer for crossotomy than the other two groups; in particular, in the TPL group the follow-up was always ( 12 months. 

Statistical analysis

Normally distributed variables were reported as mean (SD); otherwise, as median (interquartile range). Differences among groups for continuous variables were assessed by means of ANOVA followed by Tukey's post-hoc test or Kruskal-Wallis test followed by Bonferroni post-hoc test. Differences for categorical variables were assessed by means of chi-square test using the Bonferroni correction. Survival was considered as follows: (1) the event was new angiogenesis for crossotomy group, considered as control; (2) the event was asymptomatic or symptomatic recanalization during the follow-up period. Kaplan-Meyer survival curve was performed on the survival data followed by log-rank test with Bonferroni correction was performed on the survival data to assess the differences among groups.  An adjusted for age and gender model was further performed using Cox regression. All the models were repeated with and without bilateral interventions, when in the first case all the interventions were considered as independent measures. p=0.05 was the significance value. All the statistical tests were performed with SPSS 20 (IBM, Chicago, USA).

Results

Looking at the differences among groups (table 1), age was not significant both considering the unilateral and bilateral patients. In the case of bilateral patients, the age at both interventions and that at the first intervention gave no different results. The percentage of females was higher in the crossotomy group, but it did not reach the significance looking at multiple comparison. However, age and gender were further considered as possible confounding factors.

In the crossotomy group, the prevalence of new angiogenesis at 12 months was 0% and only three interventions showed it at 19, 61 and 64 months (cumulative incidence 3/61=4.9%). In the TSFL group, asymptomatic and modest recanalization was observed  in a unilateral intervention at 14 months and in four interventions in bilateral patients (12 and 23 months in the first case, 8 and 14 months in the second case). Therefore, the cumulative incidence at 1 year was 2/82=2.4% and overall 5/82=6.1%. Finally, in the TPL group the cumulative incidence of recanalization was 21/56=37.5% at 1 year (7/21 were symptomatic) and three patients underwent to further surgical intervention. The incidence rates were: 0.0017 event/month/patient for crossotomy group, 0.0037 event/month/patient for TSFL group and 0.040 event/month/person for TPL group.
Looking at survival curves (figure 3), both crossotomy and TSFL were significantly different from TPL group (p<0.001), but not between them (p=0.14) considering all the surgical interventions as independent. Results did not change when only unilateral interventions were considered or in the case of bilateral interventions only the first one was taken (not shown). The same model was weighted for gender and age, and the results of the Cox regression model were reported in table 2 (crossotomy group was the control). Gender and age were not significant, and the results substantially confirmed those of the unweighted model.  Results did not change when only unilateral interventions were considered or in the case of bilateral interventions only the first one was taken (not shown).
	
	Crossotomy
	TSFL
	TPL

	Interventions
	61
	82
	56

	Patients
	45 unilateral; 8 bilateral
	60 unilateral; 11 bilateral
	54 unilateral; 1 bilateral

	Gender
	6 M/47 F
	19 M/52 F
	18 M/37 F

	Age y
(bilateral=1° intervention)
	57.8 (12.3)
	58.3 (12.3)
	62.9 (12.4)

	Age y
(bilateral=both)
	58.6 (12.6)
	58.2 (12.4)
	63.0 (12.3)

	Follow-up time (months)
	29.0 (18.5-34.5)
	14.0 (12.0-20.0)
	12.0 (6.0-12.0)


Table 1: Characteristics of the patients
NB: va discusso bene in Discussione il fatto che i tempi di follow-up siano così diversi.
	
	B
	SE
	Sig.
	Exp(B)
	95%IC

	TSFL(1)
	.998
	.766
	.193
	2.713
	.605
	12.172

	TPL(2)
	3.991
	.962
	<0.001
	54.122
	8.211
	356.717

	Age
	.020
	.016
	.208
	1.020
	.989
	1.053

	Gender
	-.488
	.404
	.226
	.614
	.278
	1.354


Table 2: Cox regression results, using Crossotomy as control group (0). 
[image: image1.emf]
Figure 3: Survival curves of Crossotomy (black continuous line), TSFL (black dash line) and TPL (grey continuous line). Crosses are censored data.
