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The Effect of a Fixed Combination of 0.0015% Tafluprost-0.5% Timolol in
Normal Tension Glaucoma Patients

MADHE D T st ZAE A

Department of Ophthalmology, Kangbuk Samsung Hospital, Sungkyunkwan University School of Medicine, Seoul, Korea

Purpose: This study evaluated the effect of a fixed combination of 0.0015% tafluprost-0.5% timolol (Tapcom®, Santen, Osaka,
Japan) in glaucoma patients.

Methods: This study included 23 patients who were diagnosed with normal tension glaucoma and treated with a fixed combina-
tion of 0.0015% tafluprost-0.5% timolol as the first therapy. Diurnal intraocular pressure (IOP) was measured every 2 and 0.5
hours between 9:00 am and 4:30 pm. The IOP change with respect to body position (positional IOP) was measured at baseline
and at 6 months after eye-drop instillations. IOP fluctuation was defined as the standard deviation of IOP measurements.
Throughout the study, all side effects were recorded and monitored by the investigators.

Results: The mean reduction in IOP in the 0.0015% tafluprost-0.5% timolol fixed combination-treated eyes was -3.37 + 2.39
mmHg (-19.70 + 13.97%) for the right eye and -3.22 £ 2.27 mmHg (-18.81 + 13.28%) for the left eye (paired t-test, p <0.001). The
mean positional IOP measured at 4 pm at 6 months after 0.0015% tafluprost-0.5% timolol fixed combination instillation showed
statistically significant reduction from the mean positional IOP at baseline. There was a significant difference in the number of pa-
tients with <3 mmHg |OP variation over four time points between baseline and at 6 months in the 0.0015% tafluprost-0.5% timolol
fixed combination-treated eyes (McNemar test, p < 0.001). There was no serious adverse event causing ocular damage.
Conclusions: Use of 0.0015% tafluprost-0.5% timolol fixed combination was effective and well tolerated in reducing IOP and in
maintaining its effectiveness in glaucoma patients.
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tAF 717 59 tafluprost 0.0015%%} timolol 0.5% =3}
AAE Aol AR ShAkt FollA that 7]Eol A%
oF 2= 239081t AL F HAbE 187, oAb ST
ojglom, Hit A7 57.30 £ 12.094%3L, 239 =& oF
otofl tafluprost 0.0015%%} timolol 0.5% E3A|AS AE-35}
%ATHTable 1). SAA] tkete] Hat Qbgh2 <t 17.11
+ 242 mmHg, < 17.12 + 2.21 mmHg$t}.

Tafluprost 0.0015%2} timolol 0.5% E3AAE 67]L7t
ARE S AZFHE QEQFSY At QtollA] et -3.37 +
239 mmHg (-19.70 = 13.97%), 94 9X] -3.74 + 2.68
mmHg (-20.48 + 13.97%), @A 11A] 30& -3.52 + 2.37
mmHg (-19.49 + 13.17%), 2% 2A] -3.65 + 3.04 mmHg
(-19.68 = 1525%), 2% 4A] 30& -2.61 £ 3.54 mmHg

oy ==

Table 1. Profile and demographics of the patients (n = 23)

Number of final patients used TTFC Value

Mean age (years) 57.30 £+ 12.09
Sex (male:female) (n, %) 18 (78.26):5 (21.74)
DM (n, %) 4 (17.39)
HTN (n, %) 8 (34.78)

Values are presented as mean + standard deviation or n (%) unless
otherwise indicated.

TTFC = tafluprost 0.0015 %/timolol 0.5 % fixed combination; DM
= diabetes mellitus; HTN = hypertension.

(-13.13 = 19.70%), ZotollA] HF 322 = 227 mmHg
(-18.81 + 13.28%), 27 94| -3.52 + 3.01 mmHg (-18.44
+ 14.89%), 27 11A] 30& -2.87 + 2.53 mmHg (-15.78 +
14.08%), % 2A] -3.52 + 2.63 mmHg (-19.40 + 13.48%),
Q35 4] 308 -2.74 + 3.15 mmHg (-14.49 + 17.22%)2 3
QF Aol Hjgl & AR Fo3t HAE HIrh 5%
QFeF -5 tafluprost 0.0015%} timolol 0.5% S3HA|A|
g AT} 6 Y7F ALE B, 90k -0.65 + 2.38 mmHg, Fot
J100 + 2.52 mmHgE AT oI5t Qrekei9er
p=0.203, &2t p=0.070) (Table 2).

Tafluprost 0.0015%2} timolol 0.5% Z3A|AE 67]L7F
AT BT F AR A 6AY g F A ke
24 SR A F 149oldon, A sy &
= Sotoll A HF -3.39 + 2.42 mmHg (-18.06 + 12.34%),
2}49] -3.29 + 2.81 mmHg (-18.81 + 14.45%), o}o}9] -3.20
+ 3.10 mmHg (-16.14 + 15.96%), ©-=29}9] -3.13 + 2.90
mmHg (-15.51 + 13.92%), F=9}9] -3.87 + 3.11 mmHg
(-20.63 + 15.08%), Z}oto|A] Hyt -3.47 + 2.56 mmHg
(-17.85 + 12.36%), Z$] -3.77 + 2.48 mmHg (-21.20 +
12.24%), %FeF¢] -3.05 + 3.27 mmHg (-15.26 = 17.11%),
© =0lo] 388 + 3.11 mmHg (-21.10 + 14.50%), F=2}2]
2.92 + 3.32 mmHg (-14.74 + 14.30%)2 Aot o] u|3|
nE FAACR §O3t A4aE HItKTable 3).

UYWEFS 3 mmHg 7|02 FASIYS o ta-
fluprost 0.0015%%2} timolol 0.5% &3HA|A| A oH469hH2
5ol ekePETrol 3 mmHg ©]sh= 22¢, 3 mmHg 3}

Table 2. Intraocular pressure (IOP) changes at 6 months after 0.0015% tafluprost-0.5% timolol fixed combination instillation from

baseline
. 10P (mmHg) Measured IOP change x
Diurnal IOP . At 6 months after eye-drop p-value
At baseline Lo (mmHg)
instillation
Right eye (n = 23)
9:00 am 17.65 + 2.53 13.91 + 2.64 3.74 (20.48%) <0.001
11:30 am 17.39 £ 2.92 13.87 + 2.65 3.52 (19.49%) <0.001
2:00 pm 17.09 + 2.73 13.43 + 1.80 3.65 (19.68%) <0.001
4:30 pm 16.30 + 3.02 13.70 £ 1.79 2.61 (13.13%) 0.002
Mean 17.11 £ 2.42 13.74 + 1.89 3.37 (19.70%) <0.001
IOP fluctuation (Highest IOP-Lowest IOP) 3.30 + 1.79 2.65 + 1.47 - 0.203
Left eye (n = 23)
9:00 am 17.83 + 2.50 14.30 + 2.05 3.52 (18.44%) <0.001
11:30 am 17.04 + 2.75 14.17 £ 2.29 2.87 (15.78%) <0.001
2:00 pm 17.13 £ 2.28 13.61 + 1.70 3.52 (19.40%) <0.001
4:30 pm 16.48 + 2.97 13.74 + 2.00 2.74 (14.49%) <0.001
Mean 17.12 + 2.21 13.90 + 1.73 3.22 (18.81%) <0.001
IOP fluctuation (Highest IOP-Lowest IOP) 3.39 + 1.78 2.39 + 1.50 - 0.070

Values are presented as mean + standard deviation or n (%) unless otherwise indicated.

% = percentage changes from baseline.
*Analyzed with the paired -test.
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= 24%to]3lom, 67§ ¥ 3 mmHg ©]3k= 39<t, 3 mmHg
2l ko2 BAROR folsh wEEo] it
(McNemar test, p<0.001) (Table 4). 3} tafluprost 0.0015%
2} timolol 0.5% Z3HAIA] Aot A, Aot &, 1719, 371<,
67 w5 ZFutmako] kR 1599 S te R
A7 Qb Bt RATE o, HQE A} vlasto] et
T 1ol A 67HE7HA] B FAA LR FOg R
7} A A 2H(paired ¢-test, bonferroni corrected, p<0.001), 1
Ndoll A 3704, 37 HelA 671 Atolefl A 2] [-ofgt Qkef
Z}ﬁ\_% %1%t Table 5, Fig. 1).
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E AL A3} 67§€7E tafluprost 0.0015%2} timolol 0.5%

SEAA AS T, B3t A SO 337 + 239 mmHg
(-19.70 = 13.97%), ZIk -3.22 + 227 mmHg (-18.81 +
13.28%) 2 FAFOR o3t kAt glolon, nE
AZb ot B= AR S} Alofl f-of7t oF
). Pfeiffer et al*S 7| zF=u Ao} 1ok 3lxlo
A 37§ 47T tafluprost 0.0015%2} timolol 0.5% ZFFA|A| A
& & oRlel7t AT} -8.55--8.61 mmHg (-32~-33%)2
GE=AA Q] timolol2] -7.35 mmHg (-28%)%} tafluprost 2]
-7.23 mmHg (-28%) =2t} ©] =t} 2 1skg.om, Hollo et
ale] QoA AT TR SRS ke
2 tafluprost 0.0015%%} timolol 0.5% ZZHA| A A3
a77} 7.3-9.1 mmHg (-29.6~34.6%) 2, & Ao Anta
o} o We oretshS H i) Latanoprost 0.005%0°] tjst
A QTSN RPN BAES gaeR
Ang et al'’] %170 4= latanoprost 0.005% 72t & 67}
9 % BF el BT} 28 mmbeR 3T, 7
7R AT T0I% BAE hARo.R T Camras'' o <
oA+ latanoprost 0.005% A3t & 671 & Ht At
o 8IS -6.7 mmHgR R 13}o], AAbelsuigol A
latanoprost 0.005%= 213+ QFQFe] 317 Ax=7) ¢ @& A

Table 3. Positional intraocular pressure (IOP) changes at 6 months after 0.0015% tafluprost-0.5% timolol fixed combination in-

stillation from baseline (at 4:30 pm)

IOP (mmH,
Position . At(6 mon%l)ls after eye-drop Measured IOP change p—value*
At baseline L (mmHg)
instillation
Right eye (n = 14)
Sitting 16.75 + 1.40 13.36 + 1.78 3.29 (18.81%) 0.001
Supine 18.64 + 2.06 15.14 + 2.45 3.20 (16.14%) 0.002
Right decubitus 19.41 + 2.16 15.86 + 2.74 3.13 (15.51%) 0.001
Left decubitus 17.91 £ 2.22 13.79 £ 1.76 3.87 (20.63%) <0.001
Mean 18.18. + 2.29 14.54 + 2.39 3.39 (18.06%) <0.001
Left eye (n = 14)
Sitting 17.06 + 2.22 13.36 + 1.60 3.77 21.20%) <0.001
Supine 18.50 + 2.52 15.43 + 2.68 3.05 (15.26%) 0.004
Right decubitus 17.88 + 2.34 13.93 + 2.06 3.88 (21.10%) <0.001
Left decubitus 19.44 + 2.44 16.29 + 2.16 2.92 (14.74%) 0.006
Mean 18.22 + 2.49 14.75 £ 2.41 3.47 (17.85%) <0.001

Values are presented as mean + standard deviation or n (%) unless otherwise indicated.

% = percentage changes from baseline.
*Analyzed with the paired -test.

Table 4. Intraocular pressure (IOP) fluctuation change after 0.0015% tafluprost-0.5% timolol fixed combination instillation from

baseline to month 6

Instilled eye (n = 46) Baseline (n) Month 6 (n) p-value
IOP fluctuation <0.001"
<3 mmHg 24 39
>3 mmHg 22 7

*Analyzed with McNemar test.
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= AY AHLF 9 + 1A FFeteS 5131=1, Konstas
et a112’1394 B 1o w2 ™, prostaglandini} timolol E3A]|
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Figure 1. Mean intraocular pressure changes after 0.0015% ta-
fluprost-0.5% timolol fixed combination instillation according
to the time interval from baseline to month 6. The mean intra-
ocular pressure at 1, 3, 6 months after 0.0015% tafluprost-
0.5% timolol fixed combination instillation showed statistically
significant reduction from the mean intraocular pressure at
baseline.
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Table 6. Frequency and incidence of patients with adverse drug
reactions

Patients with adverse drug reactions Value

Pruritis 1(4.35)
Burning sensation 1 (4.35)
Ocular hyperemia 2 (8.70)

Total 4 (17.39)

Values are presented as n (%).
“Adverse drug reaction’ means ‘treatment-related adverse event’.

Table 5. Mean intraocular pressure (IOP) changes after 0.0015% tafluprost-0.5% timolol fixed combination instillation according to

the time interval from baseline to month 6

Baseline-Month 1

Month 1-Month 3

Month 3-Month 6 Month 1-Month 6

Right eye (n = 15) 3.62 + 0.85 0.53 + 0.67 -0.13 + 0.67 0.40 + 0.41
p-value” 0.001" 0.438 0.846 0.341
Left eye (n = 15) -3.53 + 0.80 0.27 + 0.42 -0.06 + 0.53 0.20 + 0.49
p-value” 0.001" 0.535 0.906 0.683

Values are presented as mean + standard deviation unless otherwise indicated.

*Analyzed with the paired r-test, Bonferroni corrected.
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wollA 671 3 ¢heFe stRH-EIFol thall Het A B
W5to] paired rtests ol HAPS ol FOJT AolE K
OJA] SIAITH-2F p=0.203 2t p=0.070), 3 mmHg o]}
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A7 BoS Ao AY7bEh
A7]9 oketel} EIHE AFwE T Pfeiffer et al’Z} Holl

2
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of W2 P AxE EA5H=1), tafluprost 0.0015%
€} timolol 0.5% ZJHAIA At 3 170 &k frolgh okt
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F7h kgt WS} BRE A gob EEAAA Mk 2719
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7} Uethe ALS R ol F WEpkkA|e] bl ek
Qtersly Efe] Tt WS Aol HuE et ow
02 QOcular Hypertension Treatment Study 1=
Ao & 3 Piltz et al”’ Q] FAtol| sl wERREA] okt
S FHHF -5.9 £ 3.4 mmHg (-22 £ 12%), B]FSHIe HH4
-1.5 £ 3.0 mmHg (-5.8 = 12%)2 SAZXSZ F35F ¢k
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