[bookmark: _Toc117158737]PRIMARY ENDPOINT (ITT and PP)
[bookmark: _Toc117158738]Primary end-point - Intention To Treat set
[bookmark: _Hlk105740967]The primary end-point of this pilot study was to assess the portion of patients with reduction of at least 2 points, from baseline, of the total CSS score measured in the thighs at day 14 and at day 28 (EOT).
As shown in Table 1, sections A-1 and A-2, at the end of treatment, in 9 out of 24 patients (37.5%) of the ITT set, the reduction in the total CSS score was better or equal of 2 points (p = 0.0016, Fishers’ exact test), whereas at the end of the first cycle (B1 and B2) this target was achieved in 4 patients (16.7%) out of 24, very close to statistical significance (p = 0.0546). Additionally, two weeks after the end of treatment (sections C1 and C2) the number of successes increased to 11, equivalent to 45.8%, (p = 0.0002).
Table 1
	
A-1  Number of successes at day 28 (EOT)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	20
	18
	9
	5
	3
	2

	Fail
	4
	6
	15
	19
	21
	22

	Total
	24
	24
	24
	24
	24
	24

	 
	 
	 
	 
	 
	 
	 

	A-2  Percentage of success at day 28 (EOT)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	83,3%
	75,0%
	37,5%
	20,8%
	12,5%
	8,3%

	Fail
	16,7%
	25,0%
	62,5%
	79,2%
	87,5%
	91,7%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%

	
	 
	 
	 
	 
	 
	 

	B-1  Number of successes at day 14

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	18
	16
	4
	1
	1
	1

	Fail
	6
	8
	20
	23
	23
	23

	Total
	24
	24
	24
	24
	24
	24

	
	 
	 
	 
	 
	 
	 

	B-2  Percentage of success at day 14

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	75,0%
	66,7%
	16,7%
	4,2%
	4,2%
	4,2%

	Fail
	25,0%
	33,3%
	83,3%
	95,8%
	95,8%
	95,8%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%

	 
	 
	 
	 
	 
	 
	 

	C-1  Number of successes at study end (V4)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	20
	18
	11
	7
	5
	2

	Fail
	4
	6
	13
	17
	19
	22

	Total
	24
	24
	24
	24
	24
	15

	 
	 
	 
	 
	 
	 
	 

	C-2  Percentage of success at study end (V4)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	83,3%
	75,0%
	45,8%
	29,2%
	20,8%
	8,3%

	Fail
	16,7%
	25,0%
	54,2%
	70,8%
	79,2%
	91,7%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%





[bookmark: _Toc117158739]Primary end-point - Per Protocol set
Considering the PP set, due to the relatively small changes from the disposition of ITT, results substantially confirm the ITT (p = 0.00690, 0.1144 and 0.0018, Fishers’ exact test at day 28, day 14 and day 42 respectively), with exception of small shift in the percentages, as shown in Table 11. 

Table 11
	A-1  Number of success at study at day 28 (EOT)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	19
	17
	9
	5
	3
	2

	Fail
	3
	5
	13
	17
	19
	20

	Total
	22
	22
	22
	22
	22
	22

	 
	 
	 
	 
	 
	 
	 

	A-2  Percentage of success at day 28 (EOT)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	86,4%
	77,3%
	40,9%
	22,7%
	13,6%
	9,1%

	Fail
	13,6%
	22,7%
	59,1%
	77,3%
	86,4%
	90,9%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%

	
	 
	 
	 
	 
	 
	 

	B-1  Number of success at day 14

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	17
	15
	4
	1
	1
	1

	Fail
	5
	7
	18
	21
	21
	21

	Total
	22
	22
	22
	22
	22
	22

	
	
	
	 
	 
	 
	 

	B-2  Percentage of success at day 14

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	77,3%
	68,2%
	18,2%
	4,5%
	4,5%
	4,5%

	Fail
	22,7%
	31,8%
	81,8%
	95,5%
	95,5%
	95,5%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%

	 
	 
	 
	 
	 
	 
	 

	C-1  Number of success at day 42 (V4)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	19
	17
	11
	7
	5
	2

	Fail
	3
	5
	11
	15
	17
	20

	Total
	22
	22
	22
	22
	22
	22

	
	
	
	 
	 
	 
	 

	C-2  Percentage of success at day 42 (V4)

	Target
	≤-0.5
	≤-1.0
	≤-2.0
	≤-3.0
	≤-4.0
	≤-5.0

	Success
	86,4%
	77,3%
	50,0%
	31,8%
	22,7%
	9,1%

	Fail
	13,6%
	22,7%
	50,0%
	68,2%
	77,3%
	90,9%

	Total
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%
	100,0%













