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Sponsor: UZ Leuven
Coordinating Investigator: Ingeborg Stalmans, UZ Leuven
Title of the Study: 
Intraocular pressure and tolerability Study of Preserved Bimatoprost 0.01% (BMD) or Tafluprost Unit Dose Preservative Free 15microgram/ml  (TUDPF) (Saflutan), in patients with Ocular hypertension or glaucoma suitable for prostaglandin therapy: A Randomized, single masked, 3 month cross-over, Investigator led, European multicentre Trial, II (SPORT II). 
Type / Phase of the Study: Interventional study / Phase IV

Purpose: This cross-over study will investigate the efficacy and safety of BMD and TUDPF in a clinical setting and may influence these drugs’ future use in Europe.

Objectives/ Outcomes: 
Primary outcome 
Comparison of the difference in mean IOP values between the 2 groups at 6 months

Secondary outcomes

· the difference in IOP values between the groups in change from baseline IOP at month 3 and month 6 respectively;
· the difference in IOP values between the groups in change from screening visit IOP, at month 3 and month 6 respectively;
· the difference in mean IOP between the 2 groups at 3 months;
· the difference in IOP between the 2 groups at each timepoints at months 3 and 6;
· Safety outcomes includes visual acuity, adverse events, slit lamp biomicroscopy, ocular tolerability and optic nerve assessment;
Study rationale: 

Prostaglandin analogues are the most widely used first line treatment for glaucoma. 

Several prostaglandin analogues are available, which differ in their efficacy and tolerability profile. 

Intolerability can be caused by the active compound and/or the preservative. Therefore, several prostaglandin analogues have been developed without preservatives. However, some compounds are dependent on preservatives to penetrate into the eye, and therefore to maintain their efficacy. 

The current study has been designed to investigate the efficacy and tolerability of two prostaglandin analogues: preservative-free tafluprost 15 microgram/ml versus bimatoprost 0.1 mg/ml which contains 0.02% of benzalkonium chloride (BAK) as a preservative. This cross-over study will shed new light on the efficacy and tolerability of two currently used prostaglandin analogues which have not been compared head to head so far, and on the relative impact of active ingredient versus BAK on tolerability and efficacy. 
Study design: 

· A prospective, randomized, investigator-masked, crossover comparison;

· Ocular hypertension or glaucoma (XFG or POAG) patients that have been on preserved prostaglandin monotherapy, dosed in the evening for at least 4 weeks, and with an IOP less than or equal to 21 mmHg, and who consent to participate will be enrolled in this study

· Patients will be scheduled for a screening visit IOP assessment (IOP measurements at 09:00, 13:00 and 17:00 ((1 hour). 

· Patients who at the treated screening visit have no IOP measure higher than 21mm Hg and who consent to participate will then undergo a washout period for 4 weeks before the baseline visit;

· Patient can under the washout period be given brinzolamide (Azopt() if needed, Azopt should then be discontinued 5 days before baseline visit;

· After the wash-out period patients will be scheduled to undergo a baseline visit IOP assessment (IOP measurements at 09:00, 13:00 and 17:00 ((1 hour) and will then be randomized for Period 1 to receive either BMD drops once in the evening (20:00) or TUDPF drops once in the evening (20:00) for 3 month

· After 3 month, patients will be switched for Period 2, to the opposite treatment (e.g. switched to either BMD or TMDPF) to be dosed in the evening;

· After another 3 months they will undergo the final evaluation of IOP levels and of tolerability;

· Intermediate safety visits may be scheduled at the discretion of the investigator.   
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Figure 1 - Study design.
Number Patients: 67 patients
Statistics and sample size
If both eyes are eligible, only worse eye (defined as the eye with highest baseline IOP) will be used for analytical purposes.

The sample size calculation is based on the assumption that a difference in mean IOP of 1 mmHg between the 2 treatment groups is clinically relevant. About 60 patients are needed in the cross-over, given a type I error of 0.05 and a statistical power of 80%, with a standard deviation of 2.8 mmHg. Assuming approximately 10% rate of withdrawals, 67 patients will be included and randomized.

Data will be analyzed using a randomized-blocks analysis of variance (ANOVA), treatment by period. In this type of analysis, the between-subjects variance comes from the time period, whereas the within-subjects variance comes from time of measurement, type of treatment, and interactions. 

Analysis of proportions will be performed by means of the Fisher exact test. Data will be put into an Excel file (Microsoft 2010) and then managed as SYLK files for analyses. All analyses will be performed using GB-STAT software (Dynamic Microsystems Inc., Silver Spring, MD).

A report will be prepared after the first phase of the cross-over presenting all demographics and frequencies of study variables; a final report will be prepared after the second phase with the breaking of the drug codes. All statistics will be performed by a statistician masked as to regards the types of treatment.
Study Population: 
67 patients with ocular hypertension or open angle glaucoma (including those with pseudoexfoliation) that have been on preserved prostaglandin monotherapy, dosed in the evening for at least 6 weeks, and with an IOP less than or equal to 21 mmHg, and who consent to participate will be enrolled in this study
Inclusion/Exclusion criteria: 

Inclusion Criteria

· A patient suffering from ocular hypertension, XFG or POAG  and needs treatment in both eyes

· At screening visit (09:00 ( 1 hr) the IOP is less than or equal to 21 mm Hg in both eyes. 

· Patient is older than 39 years and younger than 85 years 

· Patient is able and willing to participate in the study for the whole duration of the follow up and is willing to sign the consent form. 
Exclusion Criteria

· Unwilling to sign informed consent;

· Not at least 40 years old;

· Ocular condition that are of safety concern and that can interfere with the study results;

· Visual field defects with an MD value above -15dB on either eye

· Contact lens wearer;

· Closed/barely open anterior chamber angles or history of acute angle closure on either eye as assessed by gonioscopy;

· Ocular surgery (other than glaucoma surgery) or argon laser trabeculoplasty within the past three months on either eye;

· Glaucoma surgery within the past 6 months on either eye;

· Ocular inflammation/infection occurring within three months prior to pre-trial visit on either eye;

· Concomitant topical ocular medication that can interfere with study medication on either eye;

· Known hypersensitivity to any component of the trial drug solutions;

· Other abnormal condition or symptom preventing the patient from entering the trial, according to the Investigator's judgement;

· Refractive surgery patients at any time;

· Women who are pregnant, are of childbearing potential and are not using adequate contraception or are nursing;

· Inability to adhere to treatment/visit plan;

· Have participated in any other Interventional clinical trial (i.e., requiring informed consent) involving an investigational drug within one month prior to pre-trial visit.

Investigational and reference therapy: BMD and TUDPF
Procedures/Assessments: 

Screening Visit:

IOP assessment (IOP measurements at 09:00, 13:00 and 17:00 ((1 hour). 
Tolerability will be assessed. Patients who at this visit have no IOP measure higher than 21mm Hg and who consent to participate will then undergo a washout period for 6 weeks before the baseline visit. During the washout, Azopt can be given to patients if needed up to 5 days before the baseline visit. 

Baseline Visit: 

IOP measurements at 09:00, 13:00 and 17:00 ((1 hour) and will then be randomized for Period 1 to receive either BMD drops once in the evening (21:00) or TUDF drops once in the evening (21:00).

Treatment Phase/ Following Visits: 

Evaluation of IOP levels and of tolerability. 

Scheduled Visits & Procedures:
	Study Phase
	Screening
	Baseline
Start Period 1
	Follow-up
Start Period 2
	Completion

	Visit Number
	1
	2
	3
	4

	Study Week
	-4 weeks
	0
	W12
	W24

	Allowed Window (in days)
	
	5
	5
	5

	
	
	
	
	

	Ocular History
	X
	
	
	

	Informed Consent
	X
	
	
	

	Inclusion/Exclusion Criteria
	X
	
	
	

	Pregnancy test
	X
	(X)
	(X)
	(X)

	IOP (09:00; 13:00 and 17:00 ± 1 hour)
	X
	X
	X
	X

	Visual Fields
	
	X
	
	X

	BCVA + Refraction
	X
	X
	X
	X

	Slit Lamp Examination
	X
	X
	X
	X

	Gonioscopy
	X
	
	
	

	Lid Examination
	X
	X
	X
	X

	Ophthalmoscopy
	X
	X
	X
	X

	Randomisation
	
	X
	
	

	Medication Dispensing (D) and / or Retrieval (R)
	D
	D
	D/R
	R

	Conc. Medications / Non-Drug Therapies
	X
	X
	X
	X

	Adverse Events
	
	X
	X
	X


X: obligatory

(X): only if legally required by local regulatory framework
Efficacy assessments: 
The primary efficacy outcome is the measurement of the Intra-Ocular Pressure (IOP).
Safety assessments: 
The safety evaluation will include an assessment of: reported adverse events; visual field measures, visual activity and refraction, lid and slit lamp examination (biomicroscopy), ophthalmoscopy, concomitant medication.

Timelines:

Recruitment period: 2 months
Follow-up duration: 7,5 months
	Protocol


	FPFV
	LPLV
	First Results
	Clinical Study Report
	Publication


References:

1. Stalmans, I.; Sunaric Megevand, G.; Cordeiro, M. F.; Hommer, A.; Rossetti, L.; Goni, F.; Heijl, A. & Bron, A. (2013), 'Preservative-free treatment in glaucoma: who, when, and why.', European Journal of Ophthalmology 23(4), 518 - 525.
	Version: 01 Final

Date: 02-JUN-2003
Replaces Version: New
	Page 1 of 6
CONFIDENTIAL
	Initials CEO:


	
	Page 6 of 6
CONFIDENTIAL
	



