Supplementary Material
Performance and safety of a sodium hyaluronate, xanthan gum and osmoprotectants ophthalmic solution in the treatment of dry eye disease: an observational clinical investigation.
Short title: Performance and safety of an ophthalmic solution for dry eye disease

Mercedes Molero Senosiaín MD1, Barbara Burgos-Blasco MD1, Pilar Perez-García MD1, Álvaro Sánchez-Ventosa MD2, Marta Villalba-González MD2, María Dolores López Pérez MD2, José Carlos Díaz MD2, Vanesa Díaz-Mesa MSc2, Alberto Villarrubia Cuadrado MD2, Enrique Artiaga Elordi MD3, Jose Manuel Larrosa Poves MD4, Alejandro Blasco MD4, Antonio Mateo MD4, Claudine Civiale PharmD5, Laura Bonino M.Sc5, Antonio Cano-Ortiz MD, PhD2,6

1Ophthalmology Department Hospital Clínico San Carlos, Madrid, Spain
2Department of Anterior Segment, Cornea and Refractive Surgery, Hospital Arruzafa, Córdoba, Spain
3Clínica Oftalvist Alicante, Alicante, Spain
4Ophthalmology Department Hospital Nuestra Señora de Gracia, Zaragoza, Spain
5SIFI S.p.A. Via Ercole Patti, 36, Lavinaio – Aci Sant’Antonio, 95025, Catania, Italy
6Departamento de Ciencias de la Salud y Biomédicas, Universidad Loyola Andalucía, Spain


Corresponding Author:
Dr Mercedes Molero Senosiaín,
Ophthalmology Department Hospital Clínico San Carlos, C. de Isaac Peral, 58, Moncloa - Aravaca, 28040 Madrid, Spain
E-mail: merce.molero@gmail.com 


Table 1. Severity and the frequency of dry eye symptoms. Average variation of the severity and the frequency of dry eye symptoms assessed by SANDE questionnaire from baseline (V1) in ITT population.
	SANDE QUESTIONNAIRE
	Mean (SD)
	95%CI
	Range (Min, Max)
	Median (IQR)
	p-value*

	Frequency (mm)
	Visit
	
	
	
	
	

	
	V1 (baseline)
	68.06 (19.0)
	(61.3,74.8)
	(30.0,100.0)
	70.0 (47.0,86.0)
	

	
	V3 (1 month)
	39.30 (20.4)
	(32.1,46.5)
	(0.0,81.0)
	35.0 (29.0,55.0)
	

	
	V4 (3 months)
	42.18 (28.3)
	(32.1,52.2)
	(0.0,100.0)
	35.0 (18.0,65.0)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-28.75 (26.0)
	(-38.0,-19.5)
	(-77.0,34.0)
	-26.1 (-45.0,-13.0)
	0.001

	
	V4 (3 months)
	-25.87 (26.7)
	(-35.3,-16.4)
	(-71.0,36.1)
	-32.8 (-47.0,-5.0)
	0.001

	Severity (mm)
	Visit
	
	
	
	
	

	
	V1 (baseline)
	66.74 (17.6)
	(60.5,73.0)
	(37.0,100.0)
	69.0 (56.0,81.4)
	

	
	V3 (1 month)
	37.61 (19.9)
	(30.6,44.7)
	(0.0,79.0)
	37.0 (26.0,49.0)
	

	
	V4 (3 months)
	39.55 (28.2)
	(29.6,49.5)
	(0.0,92.0)
	34.0 (13.0,64.0)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-29.14 (21.7)
	(-36.8,-21.4)
	(-67.0,30.0)
	-33.0 (-45.4,-12.0)
	0.001

	
	V4 (3 months)
	-27.20 (22.6)
	(-35.2,-19.2)
	(-68.0,10.6)
	-28.0 (-45.0,-10.0)
	0.001

	Total SANDE 
	Visit
	
	
	
	
	

	Score (mm)
	V1 (baseline)
	66.98 (17.0)
	(61.0,73.0)
	(39.5,100.0)
	73.5 (50.5,77.1)
	

	
	V3 (1 month)
	37.61 (18.5)
	(31.0,44.2)
	(0.0,79.0)
	33.9 (28.4,49.8)
	

	
	V4 (3 months)
	40.57 (28.0)
	(30.6,50.5)
	(0.0,93.0)
	33.3 (17.5,66.4)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-29.37 (22.2)
	(-37.2,-21.5)
	(-72.5,32.0)
	-34.9 (-44.3,-12.4)
	0.001

	
	V4 (3 months)
	-26.41 (24.0)
	(-34.9,-17.9)
	(-67.5,19.7)
	-32.3 (-44.3,-4.6)
	0.001

	
	
	
	
	
	
	


SD, Standard Deviation; 95%CI, 95% confidence interval; IQR, Interquartile range; ITT, intention to treat; SANDE, Symptom Assessment questionnaire in Dry Eye. SANDE score will be evaluated for the severity and frequency of dry eye symptoms with a range of 0-100 VAS scale where a higher score represents more severe dry eye symptoms. *Paired t-test or Wilcoxon signed-rank.


Table 2. Quality of life. Average variation of the QoL through DEQS questionnaire from baseline (V1) in ITT population.
	DEQS QUESTIONNAIRE
	Mean (SD)
	95%CI
	Range (Min, Max)
	Median (IQR)
	p-value*

	Bothersome ocular 
	Visit
	
	
	
	
	

	Symptoms (points)
	V1 (baseline)
	48.48 (22.2)
	(40.6,56.4)
	(0.0,95.8)
	45.8 (37.5,62.5)
	

	
	V3 (1 month)
	26.64 (16.7)
	(20.7,32.6)
	(0.0,75.0)
	25.0 (16.7,33.3)
	

	
	V4 (3 months)
	27.90 (15.9)
	(22.3,33.5)
	(0.0,66.7)
	29.2 (12.5,37.5)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-21.84 (13.8)
	(-26.7,-17.0)
	(-45.8,4.2)
	-20.8 (-29.2,-12.5)
	0.001

	
	V4 (3 months)
	-20.58 (21.1)
	(-28.1,-13.1)
	(-62.5,29.2)
	-16.7 (-37.5,-8.3)
	0.001

	Impact on daily life 
	Visit
	
	
	
	
	

	(points)
	V1 (baseline)
	34.76 (23.4)
	(26.5,43.1)
	(0.0,88.9)
	33.3 (19.4,50.0)
	

	
	V3 (1 month)
	14.65 (11.0)
	(10.8,18.5)
	(0.0,41.7)
	13.9 (8.3,19.4)
	

	
	V4 (3 months)
	17.76 (18.5)
	(11.2,24.3)
	(0.0,77.8)
	11.1 (5.6,30.6)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-20.12 (19.9)
	(-27.2,-13.1)
	(-77.8,11.1)
	-16.7 (-30.6,-8.3)
	0.001

	
	V4 (3 months)
	-17.00 (21.3)
	(-24.5,-9.5)
	(-77.8,22.2)
	-11.1 (-27.8,-2.8)
	0.001

	16-item (points)
	Visit
	
	
	
	
	

	
	V1 (baseline)
	75.00 (20.7)
	(67.6,82.4)
	(25.0,100.0)
	75.0 (50.0,100.0)
	

	
	V3 (1 month)
	68.18 (14.4)
	(63.1,73.3)
	(50.0,100.0)
	75.0 (50.0,75.0)
	

	
	V4 (3 months)
	75.76 (21.2)
	(68.2,83.3)
	(25.0,125.0)
	75.0 (75.0,75.0)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-7.81 (20.5)
	(-15.2,-0.4)
	(-50.0,50.0)
	0.0 (-25.0,0.0)
	0.063

	
	V4 (3 months)
	0.00 (26.2)
	(-9.4,9.4)
	(-50.0,50.0)
	0.0 (-25.0,25.0)
	0.782

	Total DEQS score 
	Visit
	
	
	
	
	

	(points)
	V1 (baseline)
	40.25 (20.7)
	(32.9,47.6)
	(5.0,85.0)
	36.7 (28.3,55.0)
	

	
	V3 (1 month)
	19.44 (11.0)
	(15.6,23.3)
	(0.0,51.7)
	20.0 (11.7,25.0)
	

	
	V4 (3 months)
	21.82 (16.2)
	(16.1,27.6)
	(0.0,66.7)
	18.3 (10.0,33.3)
	

	
	
	
	
	
	
	

	
	Change from V1 (baseline)
	
	
	
	
	

	
	V3 (1 month)
	-20.81 (15.6)
	(-26.3,-15.3)
	(-65.0,8.3)
	-20.0 (-30.0,-8.3)
	0.001

	
	V4 (3 months)
	-18.43 (19.3)
	(-25.3,-11.6)
	(-65.0,11.7)
	-20.0 (-28.3,-5.0)
	0.001

	
	
	
	
	
	
	


SD, Standard Deviation; 95%CI, 95% confidence interval; IQR, Interquartile range; ITT, intention to treat; DEQS, Dry Eye-Related Quality-of-Life Score; QoL, quality of life. The summary score ranges from 0 to 100, with a higher score representing greater disability. *Paired t-test or Wilcoxon signed-rank.


Table 3. Investigator Global Assessment of Safety in SP.
	
	n
	%
	Mean (SD)
	95%CI
	Range
(Min, Max)
	Median
(IQR)

	
	
	
	
	
	
	

	Visit
	
	
	
	
	
	

	V2 (14 days)
	33
	
	1.09 (0.29)
	(0.98-1.19)
	(1.0-2.0)
	1.0 (1.0,1.0)

	      Very good
	
	30 (90.9%) 
	
	
	
	

	      Good
	
	3 (9.1%)
	
	
	
	

	V3 (1 month)
	33
	
	1.18 (0.39)
	(1.04-1.32)
	(1.0-2.0)
	1.0 (1.0,1.0)

	      Very good
	
	27 (81.8%)
	
	
	
	

	      Good
	
	6 (18.2%)
	
	
	
	

	V4 (3 months)
	33
	
	1.58 (0.75)
	(1.31-1.84)
	(1.0-3.0)
	1.0 (1.0-2.0)

	      Very good
	
	19 (57.6%)
	
	
	
	

	      Good
	
	9 (27.3%)
	
	
	
	

	      Moderate
	
	5 (15.2%)
	
	
	
	

	
	
	
	
	
	
	

	SD, Standard Deviation; 95%CI, 95% confidence interval; IQR, Interquartile range; SP, safety population; IGAS, Investigator Global Assessment of Safety. IGAS scale is the 4-point scale: 1= very good safety, 2 =good safety, 3 = moderate safety, and 4 = poor safety.



