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METHODS 

Inclusion and exclusion criteria 

The full inclusion and exclusion criteria are summarised in table S1. 

Supplementary table S1 Inclusion and exclusion criteria 

Inclusion Exclusion 

OH or OAG diagnosis (IOP ≤21 mmHg on 

medication) 

≥2 OH or OAG treatments or ocular 

surgery within 6 months prior to 

screening 

Prior treatment with preserved or PF 

bimatoprost–timolol FDC eye drops for ≥4 

weeks before screening and grade ≥2 

(moderate) conjunctival hyperaemia in one 

treated eye 

Grade <2 anterior chamber angle, angle 

closure glaucoma or secondary glaucoma 

other than PEX 

≥1 grade 2 (mild) ocular symptom  Use of other preserved drops within 2 

weeks prior to screening 

Best corrected ETDRS visual acuity score of 

+0.6 logMAR or better in both eyes 

Corneal abnormality or prior refractive 

surgery 

Aged 18 years or over Females who are pregnant, nursing or 

planning a pregnancy, or females of 

childbearing potential who are not using a 

reliable method of contraception 

Provided written informed consent Anterior chamber angle in either eye to 

be treated less than grade 2 according to 

Schaffer classification as measured by 

gonioscopy 

 IOP greater than 21 mmHg in treated 

eye(s) at screening 

 Use of preserved eye drops (other than 

bimatoprost–timolol) including artificial 

tears at screening or within 2 weeks prior 

to screening visit   

ETDRS, early treatment diabetic retinopathy study; FDC, fixed-dose combination; IOP, intraocular 

pressure; logMAR, Logarithm of the Minimum Angle of Resolution; OAG, open-angle glaucoma; OH, 

ocular hypertension; PEX, pseudoexfoliation; PF, preservative-free.   
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Assessment of abnormal ocular signs and symptoms 

Abnormal signs and symptoms were defined by the criteria shown in table S2. 

Supplementary table S2 Grading criteria of abnormal ocular signs and symptoms 

investigated in this study  

Ocular sign Units/grades Abnormal 

Fluorescein tear break-up time  Seconds*  <10 seconds 

Corneal fluorescein staining 0–V† ≥I 

Conjunctival fluorescein staining 0–X‡ ≥II 

Blepharitis 0–3§ ≥1 

Conjunctival hyperaemia 0–4¶ ≥1 

Tear production mmǁ  ≤10 mm 

Ocular symptom Grades Abnormal 

Irritation/burning/stinging 0–4**  ≥2 

Foreign body sensation 0–4** ≥2 

Tearing 0–4** ≥2 

Itching 0–4** ≥2 

Dry eye sensation 0–4** ≥2 

Treated eyes were considered together for ocular symptoms whereas ocular signs 

were evaluated by eye; the eye with the worse grade at screening was analysed. 

*Slit-lamp microscope. †Oxford grading scale (0–V). ‡Combined nasal (0–V) and temporal (0–V) 

score by Oxford grading scale. §0=none, 1=mild, 2=moderate and 3=severe. ¶Ocular redness scale; 

used under license from Ora, Inc., Andover, MA, USA; 0=none, 1=mild, 2=moderate, 3=severe and 

4=very severe; half grades were allowed. ǁSchirmer’s test; **0=none, 1=trace, 2=mild, 3=moderate 

and 4=severe. 
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Ocular safety and quality of life 

Best corrected visual acuity was measured at each visit using an Early Treatment Diabetic 

Retinopathy Study chart, and the Logarithm of the Minimum Angle of Resolution (logMAR) 

scores were calculated. The base logMAR value is the value of the last line in which a letter 

was read correctly (>0.2 logMAR score was considered abnormal). A biomicroscopic 

assessment of the lids, conjunctiva, cornea, anterior chamber and iris was performed at all 

visits. Evaluations were graded as mild, moderate, severe or not applicable. The 

biomicroscopic assessment of the lens was performed at screening, Week 12 and post 

study. Ophthalmoscopy examinations of the vitreous, retina and the optic nerve with the 

pupil dilated were performed at screening and Week 12. The findings were graded for 

severity as 1 (mild), 2 (moderate) and 3 (severe). This was repeated at the post-study visit 

for treatment-related abnormalities at Week 12. Visual field testing was performed using the 

Humphrey 24-2/30-2 (full threshold or Swedish interactive threshold algorithm standard) or 

Octopus G2 program (normal or dynamic strategy) with one test used consistently in each 

patient. Visual field testing was assessed for changes between screening and the post-study 

visit and was graded for severity as 1 (mild), 2 (moderate) and 3 (severe). Drop discomfort 

was assessed using a four-point scale as 1 (mild), 2 (moderate) and 3 (severe). Quality of 

life (QOL) was evaluated using the Comparison of Ophthalmic Medications for Tolerability 

(COMTol) questionnaire[1] at all visits up to Week 12. The questionnaire consisted of 11 

questions, which scored discomfort from 0 to 5–6, and was divided into five side-effect 

domains (ocular symptoms, taste, vision, accommodation and brow ache), three 

activity-limitation domains (driving, reading and moderate activities) and five global 

assessments (preference, effect of side effects on QOL, effect of activity limitations on QOL, 

compliance and satisfaction).  
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RESULTS 

Ocular safety and QOL 

At Week 12, there were no clinically relevant changes in visual acuity (deterioration by 0.2 

LogMAR) attributable to tafluprost–timolol treatment and no severe biomicroscopy or 

ophthalmoscopy—including visual field—findings. The number of patients that did not report 

drop discomfort increased from 28 (22.8%) patients at screening (n=123) to 61 (53.5%) at 

Week 12 (n=114). Worsening of drop discomfort at Week 12 was observed in 6 (5.3%) 

patients and improvement was observed in 65 (57.0%) patients (p<0.001).  

 

By Week 12, the COMTol questionnaire indicated that more patients were symptom-free for 

common ocular side effects and activity limitations compared with screening (supplementary 

table S3). Overall, 62.0% of the patients whose QOL was affected by the side effects that 

were prevalent at screening (n=123) reported improved QOL at Week 12 (n=114) because 

of alleviated side effects. Accordingly, 66.7% of patients reported improved QOL owing to 

decreased activity limitations. Approximately 66% of patients in the prior benzalkonium 

chloride (BAK) bimatoprost–timolol and 51% of patients in the prior preservative-free (PF) 

bimatoprost–timolol group preferred tafluprost–timolol. Only 12% and 13% preferred BAK 

and PF bimatoprost–timolol, respectively. The remaining patients had no preference. 

Satisfaction with medication increased after switching from bimatoprost–timolol to tafluprost–

timolol. The number of patients who were totally or very satisfied increased from 41 (33.3%) 

at screening to 84 (73.7%) at Week 12. Fewer patients in the BAK bimatoprost–timolol group 

were totally or very satisfied with medication than in the PF bimatoprost–timolol group at 

screening (25.0% and 46.8%, respectively). By Week 12, satisfaction in both groups had 

improved substantially compared with screening (77.5% and 67.4%, respectively). 

Compliance during the final 2 weeks of the study improved after switching from bimatoprost–

timolol to tafluprost–timolol. The number of patients who claimed not to miss a dose 

increased from 89.4% at screening to 94.7% at Week 12. 
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Supplementary table S3 The percentage of patients without symptoms or limitations after switching from bimatoprost–timolol to tafluprost–

timolol  

Symptom-free patients, n (%) 

Screening Week 12 

BAK-preserved PF Total BAK-preserved PF Total 

Burning/stinging 14 (18.4) 10 (21.3) 24 (19.5) 33 (46.5) 23 (53.5) 56 (49.1) 

Redness 8 (10.5) 8 (17.0) 16 (13.0) 32 (45.1) 19 (44.2) 51 (44.7) 

Itchy eyes 31 (40.8) 14 (29.8) 45 (36.6) 37 (52.1) 20 (46.5) 57 (50.0) 

Discharge from eyes 45 (59.2) 31 (66.0) 76 (61.8) 62 (87.3) 34 (79.1) 96 (84.2) 

Swelling of eyelids 57 (75.0) 38 (80.9) 95 (77.2) 62 (87.3) 42 (97.7) 104 (91.2) 

Dry eyes 21 (27.6) 15 (31.9%) 36 (29.3) 37 (52.1) 18 (41.9) 55 (48.2) 

Tearing 34 (44.7) 21 (44.7) 55 (44.7) 47 (66.2) 27 (62.8) 74 (64.9) 

Bitter taste 62 (81.6) 43 (91.5) 105 (85.4) 68 (95.8) 40 (93.0) 108 (94.7) 

Unusual taste 70 (92.1) 43 (91.5) 113 (91.9) 69 (97.2) 42 (97.7) 111 (97.4) 

Blurred vision 34 (44.7) 27 (57.4) 61 (49.6) 52 (73.2) 32 (74.4) 84 (73.7) 

Dimming of vision 62 (81.6) 39 (83.0) 101 (82.1) 65 (91.5) 40 (93.0) 105 (92.1) 

Trouble seeing at night 48 (63.2) 33 (70.2) 81 (65.9) 62 (87.3) 39 (90.7) 101 (88.6) 

Difficulty in focusing 49 (64.5) 32 (68.1) 81 (65.9) 59 (83.1) 36 (83.7) 95 (83.3) 
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Trouble in reading 51 (67.1) 31 (66.0) 82 (66.7) 59 (83.1) 36 (83.7) 95 (83.3) 

Brow ache 68 (89.5) 44 (93.6) 112 (91.1) 68 (95.8) 41 (95.3) 109 (95.6) 

Limitation-free patients 

Day driving 42 (79.2) 23 (63.9) 65 (73.0) 43 (87.8) 30 (93.8) 73 (90.1) 

Night driving 30 (71.4) 16 (64.0) 46 (68.7) 36 (90.0) 22 (95.7) 58 (92.1) 

Reading newspaper 55 (74.3) 34 (73.9) 89 (74.2) 64 (92.8) 41 (95.3) 105 (93.8) 

Reading other 55 (75.3) 32 (74.4) 87 (75.0) 64 (92.8) 38 (7.4) 102 (94.4) 

Carrying groceries 72 (97.3) 37 (84.1) 109 (92.4) 69 (100.0) 41 (97.6) 110 (99.1) 

Climbing stairs 72 (96.0) 36 (80.0) 108 (90.0) 71 (100.0) 41 (100.0) 112 (100.0) 

Walking blocks 66 (91.7) 37 (84.1) 103 (88.8) 67 (98.5) 41 (100.0) 108 (99.1) 
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