Supplementary tables
	Clinical Trial Number
	Year of Publication
	Study Design
	Study Population
	Number of Baseline Participants
	Age (Mean (Range))
	Sex (Measure (Percent))

	
	
	
	
	DEXTENZA
	Placebo Vehicle
	DEXTENZA
	Placebo Vehicle
	DEXTENZA
	Placebo Vehicle

	NCT02062905
	2019
	Randomized Controlled Trial
	Chronic Allergic Conjunctivitis
	35
	33
	45.5 (20–69)
	43.1 (21–71)
	Female: 18 (51.4%)
Male: 17 (48.6%)
	Female: 17 (51.5%)
Male: 16 (48.5%)

	NCT02988882
	2020
	Randomized Controlled Trial
	Chronic Allergic Conjunctivitis
	44
	42
	39.1 (20–68)
	42.2 (18–70)
	Female: 26 (59.1%)
Male: 18 (40.9%)
	Female: 25 (59.5%)
Male: 17 (40.5%)

	NCT02445326
	2018
	Randomized Controlled Trial
	Chronic Allergic Conjunctivitis
	35
	38
	38.2 (19–66)
	36.3 (18–62)
	Female: 17 (48.6%)
Male: 18 (51.4%)
	Female: 14 (36.8%)
Male: 24 (63.2%)

	NCT04050865
	2021
	Randomized Controlled Trial
	Chronic Allergic Conjunctivitis
	48
	48
	43.8
	46
	Female: 27 (56.3%)
Male: 21 (43.8%)
	Female: 24 (50%)
Male: 24 (50%)



Supplementary Table 1. Trial characteristics.


Supplementary figures:
Supplementary Figure 1. Risk of bias summary.
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Supplementary Figure 2. Forest plot of sensitivity analysis of ocular itching in the conjunctival allergen challenge (CAC) model. CI, confidence interval; SD, standard deviation.[image: ]
Supplementary Figure 3. Forest plot of adverse events. CI, confidence interval; SD, standard deviation.
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OTP-DX Placebo

Mean Difference

Mean Difference

Study or Subgroup _Mean ___SD Total Mean __SD Total IV, Random, 95% CI W, Random, 95% C1
111 3 Minutes Post-CAC
NCT02445326 168 1032 35 266 0.861 38 ——
NCTO4050865 1B 0.9643 48 260 0.0087 48 —
NCT02062905 18 1068 28 258 0.623 31 —
NCTOZ088852 204 1088 44 231 1115 42
Subtotal (95% CI) 111 17 s
Heterogeneny: Taut = 0.00; Chit = 0.36, df = 2 (P = 0.84); F = 0%
Test for overall effect: Z = 6.95 (P < 0.00001)
1.1.2 5 Minutes Post-CAC
NCTO4050865 173 0.9298 48 2.72 0.9987 48 -0.99 [-1.38, 0.60] —
NCT02062905 172 0998 28 27 0.865 31 ~0.98 [-1.46, 0.50] ——
NCT02445326 187 104 35 274 069 38 ~0.87 [-1.28, -0.46] R
NCTOZ088852 207 L1 44 241 1039 42 .34 [-0.79, 0.11]
Subtotal (95% CI) 111 117 .95 [-1.19, -0.70] -
Heterogeneny: Taut = 0.00; Chit = 0.20, df = 2 (P = 0.90); F = 0%
Test for overall effect: Z = 7.65 (P < 0.00001)
1.1.3 7 Minutes Post-CAC
NCTO2445326 17 0938 35 274 0679 38 4 [-1.42, -0.66] ——
NCTO4050865 172 0.9643 4B 271 0.9643 48 9 I-1.38, -0.60] —a—
NCT02062905 165 0980 28 253 088 31 ~0.88 [-1.36, 0.40] ——
NCTOZ088852 202 131 44 237 1128 42 0.35 [-0.87, 0.17]
Subtotal (95% CI) 111 117 -0.98 [-1.22, -0.75] >
Heterogeneny: Taut = 0.00; Chit = 0.27, df = 2 (P = 0.88); F = 0%
Test for overal effect: Z = B.18 (¢ < 0.00001)

N A D

Test for subgroup differences: Chi = 0.28. df = 2 (P = 0.87), P = 0%

Favours [OTP-DX]

Favours [Placebo]




image3.jpeg
OTP-DX Placebo Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
NCTO20888B2 § a1 11 40 263% 0.5300.22,130] 1=
NCT02062905 1031 2 33 3B%  0.5300.05558
NCT02445326 335 4 38 104% 0.8100.20,3.38] —
NCT04050865 16 48 14 48 595%  114[0.63,207] —a—
Total (95% CI) 155 159 100.0%  0.88 [0.55, 1.39] B>
Total events 26 31
Heterogenely: Tau? = 0.00; ChF = 2.14, df = 3 (P = 0.54); F = 0% P R a— %

Test for overall effect: Z = 0.56 (P = 0.57)
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