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Comparison of Allergy Prevalence between Brimonidine/Timolol Fixed
Combination and 0.15% Brimonidine in Glaucoma Patients

ZYthain et FYYSDH

Department of Ophthalmology, Chung-Ang University Hospital, Chung-Ang University College of Medicine, Seoul, Korea

Purpose: To compare the allergy prevalence and clinical manifestations of 0.2% brimonidine/0.5% timolol fixed combination
(BTFC) and 0.15% brimonidine in Korean patients with glaucoma.

Methods: We retrospectively analyzed the medical records of 196 glaucoma patients treated with BTFC and 234 glaucoma pa-
tients treated with 0.15% brimonidine. We compared sex, age, type of glaucoma, treatment period, allergy history, onset time of
ocular allergy and clinical characteristics of allergy in the two groups.

Results: Ocular allergy percentages 10.14% in the BTFC group and 22.02% in the 0.15% brimonidine group, and the risk of al-
lergy was approximately 0.4 times lower in patients using BTFC (hazard ratio = 2.5, p=0.009). The BTFC group developed ocu-
lar allergy at a mean of 20.5 months (range: 1.7-51.1 months), and the 0.15% brimonidine group developed ocular allergy at a
mean of 7.7 months (range: 0.4-50.8 months). In the BTFC group, 50% of the ocular allergy occurred within 15 months, and
within 5 months in the 0.15% brimonidine group. Clinical characteristics of brimonidine allergy involved two types of conjunctival
follicles and conjunctival papillae, but there were no significant differences in incidence according to allergy type (p = 0.566).
Conclusions: The prevalence of ocular allergy in the BTFC group was lower than that in the 0.15% brimonidine group in Korean
patients with glaucoma. The results of this study are expected to be useful for patient education and compliance improvement
using brimonidine.
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430 Patients
chart reviewed

196 234
Received brimonidine/timolol Received
fixed combination (BTFC) Brimonidine 0.15%

10 History of allergy 15 History of allergy

33 Previous brimenidine use 110 Concurrent timalol use

5 Concurrent timolol use

148 Completed 109 Completed

Figure 1. Summarized flow chart of patients. Among 430 glau-
coma patients who treated with brimonidine 0.2 % /timolol 0.5 %
fixed combination (BTFC) or 0.15% brimonidine, a total 257
patients were enrolled after application of exclusion criteria.
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Table 1. Baseline characteristics of patients

C HE|ZLH/EIZE
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Brimonidine/timolol fixed

0.15% brimonidine

combination (n = 148) (n = 109) ZAEI

Mean age (years) 65.24 + 14.82 65.58 + 14.34 0.853"
Sex (male/female) 72/80 52/57 0.256
Type of glaucoma (n, %)

Primary open-angle 10 (6.76) 10 9.17)

Normal tension 114 (77.03) 88 (80.73) 0.246"

Primary closed-angle 7 (4.73) 6 (5.50)

Others 17 (11.49) 5 (4.59)
Follow up time (months) 20.18 + 17.13 13.70 + 14.08 0.614
Concurrent topical medication (n, %)

Prostaglandin analogue 37 (25.00) 17 (15.60) 0.088"

Carbonic anhydrase inhibitor 14 (9.50) 4 (3.67) 0.086"

Pirenoxine 7 (4.73) 7 (6.42) 0.587"

Artificial tear 59 (39.86) 34 (3.19) 0.189"

Cyclosporine 4 (2.70) 4 (3.67) 0.726'

Acyclovir ointment - 2 (1.83) 0.179°
Concurrent ocular surface disease (n, %)

Dry eye syndrome 60 (40.54) 37 (33.94) 0.300

Herpes keratitis - 2 (1.83) 0.179"

Values are presented as mean + standard deviation (SD) or n (%) unless otherwise indicated.
*p—value by Student’s #-test; significance set at < 0.05; Tp—value by chi-square test or a Fisher’s exact test for two-by-two tables; significance set

at <0.05.
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Table 2. Onset of allergy and rate of ocular allergic reaction and systemic adverse event

Brimonidine/timolol fixed

0.15% brimonidine

combination (n = 148) (n = 109) il HR 28
Onset of allergy (months) 20.47 £ 16.71 (1.73-51.07) 7.66 £ 9.91 (0.40-50.83)
Ocular allergy (n, %) 15 (10.14) 24 (22.02) 0.009 2.50 1.24-5.04
Blepharoconjunctivitis 2 4
Conjunctival follicles 9 15 0.566
Conjunctival papillae 6 9
Systemic adverse event (n) 1 5 0.040 7.07 0.81-61.38

Values are presented as mean + standard deviation (SD) (range) unless otherwise indicated.

HR = hazard ratio; CI = confidence interval.

*p-value by pairwise comparison of brimonidine/timolol fixed combination vs. 0.15% brimonidine based on the pearson 2 test; significance set

at <0.05.

--- Brimonidine 0.15%

Percentage of ocular allergy
developed patients (%)
[}
o

= Brimonidine/timolol fixed combination (BTFC)

0 5 10 15 20 25 30 35 40 45 50
Time since initiation of treatment (months)

Figure 2. Percentage of patients who developed an ocular al-
lergy to 0.2% brimonidine/0.5% timolol fixed combination
(BTFC) and 0.15% brimonidine. In the BTFC group, 50% of
the ocular allergy occurred within 15 months, and within 5
months in the 0.15% brimonidine group. Compared with 0.15%
brimonidine group, only 20% of the ocular allergy occurred in
the BTFC group within the first 5 months of treatment.
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Figure 3. Kaplan—Meier curve, showing distribution of time to
withdrawal due to allergic reaction for 0.2% brimoni-
dine/0.5% timolol fixed combination (BTFC) versus 0.15%
brimonidine. During the entire course of the observation peri-
od, the proportion of patients who discontinued treatment due
to ocular allergy was lower in the BTFC group than in the
0.15% brimonidine group.
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Table 3. Change of glaucoma medication classes after onset of
ocular allergic reaction

Be|RUH/EIZE

Br1mon1d1ne'/t1m'0101 0.15% brimonidine
fixed combination (@ = 24)
(n = 15)

Betaxol - 6 (25.00)
Timolol - 14.17)
Dorzolamide/timolol 9 (60) 10 (41.67)
Latanoprost 3 (20) 14.17)
Latanoprost/timolol 1 (6.67) -
Tafluprost/timolol 1(6.67) -
Brinzolamide - 3 (12.50)
Stop medication 1(6.67) 3 (12.50)

Values are presented as n (%).
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Figure 4. Slit-lamp photographs of the ocular allergy on left eye in patient who used 0.2% brimonidine/0.5% timolol fixed combi-
nation just in her left eye. (A, B) Right eye showed clear cornea and conjunctive. (C, D) Left eye showed significant hyperemia and
distinguishing giant follicles on the upper and lower palpebral conjunctivae.
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25X st =UE SXto| A 0.2% brimonidine/0.5% timolol =2 &A|A|(0.2% brimonidine/0.5% timolol fixed combination, BTFC)2}
0.15% brimonidineQ] L= 7| LMD} AUAMFAS H|WatT X} 5tFLCE

CHAfn} HiWH: =Xt =2 X“:"H:*S SIXt & BTFCE A3 2tXF 196H, 0.15% brimonidines AL2SH 2tXt 234HE A S Z O|27|
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Za}p: ot ey 27| YMELS BTFC X220 A 10.14%, 0.15% brimonidine X|20A 22.02%2 BTFCE AtEcH StXtoj &=
7|74 eAS 210l o 040 O HUSH iﬁlﬂo; F 25t CHhazard ratio = 2.5, p=0.009). La27| Y Al7|= BTFC=
20 5L (H: 1.7-51.170E), 0.15% brimonidine T 7. 77 (HQ: 0.4-50.8742)0|RULCt BTFC X220 Y =7| Bt29
50%7}F 15702 LYo &AM X|BE 0.15% brimonidine X| 22| A =7 5702 O|LHO| LIEFSCE Brimonidinedf| 2|8 &= 7] QAHQF
o2 Z2Y0Eet Z2URE F UMK YEi7 HEEMCH FEo OE UM HE0= %Ola f = SUUACHp=0.566).
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