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Abstract

Background: Because latanoprost and the original formulation of travoprost that included benzalkonium chloride
(BAK) have been shown to be similar with regard to tolerability, we compared initial topical intraocular pressure
(IOP)-lowering medication change rates in patients newly treated with latanoprost or travoprost-Z monotherapy.

Methods: At 14 clinical practice sites, medical records were abstracted for patients with a diagnosis of open-angle
glaucoma or ocular hypertension and who were ≥40 years of age, had a baseline and at least one follow-up visit,
and had no prior history of ocular prostaglandin use. Data regarding demographics, ocular/systemic medical
histories, clinical variables, therapy initiations and reasons for changes, adverse events, and resource utilization were
recorded from randomly chosen eligible charts. Primary outcomes were rates of and reasons for changing from the
initial therapy within six months and across the full study period (1000 days).

Results: Data from 900 medical charts (latanoprost, 632; travoprost-Z, 268) were included. For both cohorts,
average follow-up was >1 year. Cohorts were similar with regard to age (median ~67 years), gender distribution
(>50% female), and diagnosis (~80% with open-angle glaucoma). Within six months, rates of index therapy change
for latanoprost versus travoprost-Z were 21.2% (134/632) and 28.7% (77/268), respectively (p = 0.0148); across the
full study period, rates were 34.5% (218/632) and 45.2% (121/268), respectively (p = 0.0026). Among those who
changed their index therapy, insufficient IOP control was the most commonly reported reason followed by adverse
events; hyperemia was the most commonly reported adverse event at index therapy change.

Conclusions: In this “real world” study of changes in therapy in patients prescribed initial monotherapy with
latanoprost with BAK or travoprost-Z with SofZia, medication changes were common in both treatment groups but
statistically significantly more frequent with travoprost-Z.

Background
Research has demonstrated that progression of ocular
hypertension to glaucoma and progression of glaucoma-
tous damage can be delayed or halted with the use of
topical ocular hypotensive agents [1-4]. Patients can ben-
efit from these therapies only if they are taken as directed

over the long term; however, medication discontinuation
and changes may complicate patient management and
make intraocular pressure (IOP) control problematic.
Unfortunately, persistence with ocular hypotensives gen-
erally has been shown to be poor [5-11] although better
with prostaglandin analogs than with agents in other
classes [5,7,8,12]. Therapeutic interruptions may occur
for many reasons. In patients treated with latanoprost,
travoprost, or bimatoprost, the Glaucoma Adherence and
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Persistence Study (GAPS) [11] identified the need for
additional IOP reduction and the presence of ocular
adverse events, especially hyperemia, to be the main fac-
tors affecting continuation with therapy and medication
changes.
All three prostaglandins evaluated in the GAPS [11]

were preserved with benzalkonium chloride (BAK). Cur-
rently the most widely used preservative in ocular hypo-
tensive formulations, BAK has been in use for more than
50 years [13,14]. While it has been suggested that preser-
vative-free formulations could improve ocular tolerability
and thereby reduce treatment discontinuation [15], such
formulations pose their own risks because preservatives
are added to multiple-use containers of ophthalmic pre-
parations in order to prevent bacterial contamination
[16] and to reduce the risk of serious infections such as
infectious keratitis [14]. Moreover, the contribution of
BAK to ocular toxicity remains unclear. While animal
studies [17-20] and studies of cultured corneal [21] and
conjunctival cells [22] have reported dose-dependent,
BAK-induced epithelial cellular damage, these findings
may not accurately reflect ocular surface conditions in
humans, and the levels of BAK contained in ophthalmic
solutions are not likely to cause clinically significant
adverse corneal effects [23-27].
An alternative preservative, SofZia®, currently is used

as the preservative in travoprost-Z. Although latanoprost
with BAK has been found to exhibit more effective
microbial protection than travoprost-Z [28], the question
of whether SofZia improves tolerability has not been
resolved. For example, a randomized, double-masked
comparison of travoprost with BAK versus travoprost-Z
found the formulations were equivalent with regard to
tolerability and the occurrence of ocular adverse events
[29], and a comparison of the ocular surface tolerability
of latanoprost and bimatoprost preserved with BAK ver-
sus travoprost-Z found no significant differences in
objective clinical measures of ocular tolerability [30]. In
contrast, results of an in vitro study of corneal epithelial
cells suggested that SofZia may be less toxic than BAK
[31].
Because latanoprost and the original formulation of

travoprost that included BAK have been shown to be
similar with regard to tolerability [32,33], we compared
rates of therapy change in patients with open-angle
glaucoma or ocular hypertension who were newly trea-
ted with latanoprost or travoprost-Z as monotherapy.

Methods
This retrospective multicenter, medical chart review was
conducted at 14 geographically diverse sites in the Uni-
ted States. Prior to including a site, a Pfizer Regional
Medical & Research Specialist conducted an on-site
investigator meeting to review the study protocol and

chart review instructions with the investigator and the
research coordinators/technicians responsible for chart
selection and data abstraction. Training was provided,
and coordinators/technicians abstracted a standardized
dummy chart to ensure consistent and accurate data
collection and documentation. Additional training was
provided as needed to ensure consistency between sites.
Because this was a retrospective study, it did not require
approval from an ethics committee. Each research site
de-identified data on case report forms using numeric
codes to assure patient confidentiality.
Records for patients initiating either latanoprost or tra-

voprost-Z monotherapy for the treatment of bilateral pri-
mary open-angle glaucoma or ocular hypertension
between October 1, 2006, and September 8, 2009, were
reviewed. Eligible patients were ≥40 years of age, had no
prior history of ocular prostaglandin use and had charted
data reflecting at least one follow-up visit during the six
months following the baseline (treatment initiation) visit.
Exclusion criteria included prescription of any ocular
hypotensive medication in the six months prior to the
baseline visit; concomitant diagnosis of closed-angle glau-
coma; participation in an ophthalmology-related clinical
trial in the three months prior to baseline; intraocular sur-
gery prior to baseline; and the existence of any clinical
condition that would contribute to discontinuation (e.g.
ocular infection, allergy).
Each site was asked to randomly choose an alphabetical

starting point and, beginning with October 1, 2006, to
identify consecutive charts that met all inclusion and no
exclusion criteria. Sites were to review consecutive charts
until records for 60 patients who initiated latanoprost
monotherapy and 30 who initiated travoprost-Z mono-
therapy were identified. The unbalanced sample size
reflected the fact that travoprost-Z was introduced only in
2006 and was prescribed less frequently than latanoprost
which has been available since 1996. Once the target num-
ber for one therapy cohort was reached, the site was to
continue to select consecutive eligible charts for the
remaining cohort only. The smallest site contributed 20
patients and the largest site contributed 92 patients.
Demographic data (age, gender) were recorded. For

baseline and all follow-up visits, the visit date; diagnosis;
IOP level; visual field defect; cup-to-disc ratio; central
corneal thickness; and ocular comorbidities, diagnostic
tests, and medications were documented. All reported
adverse events were recorded. An adverse event was
classified as “serious” if it was life-threatening, required
inpatient hospitalization/prolongation of hospitalization,
resulted in persistent or significant disability/incapacity,
or caused congenital anomaly/birth defect or death.
Data were collected from baseline until the end of the

observation period (i.e. last visit) in the charts. The time to
index therapy change was analyzed at month 6 (180 days)
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and at the end of the observation period (i.e. last visit in
chart). Research coordinators/technicians responsible for
chart selection and data abstraction were specifically
instructed to exclude patients with disruption in therapy
due to forced formulary changes (switches) during the fol-
low-up period. Patients with changes due to other access
or cost issues, such as those with prescription coverage
who requested less expensive generic products, were
included; for example, higher copays for branded versus
generic drugs.
The statistical significance of between-cohort differ-

ences in categorical variables was tested using the chi-
square test and in continuous variables using the two-
sample t-test. All tests were two-tailed with a signifi-
cance level of p < 0.05.
Change in the index therapy could reflect any of the fol-

lowing: (1) add-on: prescription for an ocular hypotensive
agent in addition to the initial monotherapy; (2) switch:
switch from the index monotherapy to another ocular
hypotensive agent; (3) discontinuation: discontinuation of
ocular hypotensive therapy; and (4) surgery/procedure:
documentation of a glaucoma-related surgery or proce-
dure. Unadjusted Cox proportional hazards models were
used to estimate the hazard of index therapy change
between treatment cohorts from baseline to month six and
from baseline to the end of the study. Kaplan-Meier survi-
val curves graphically represented the probability of chan-
ging the index therapy throughout the follow-up periods.
Based on results of the GAPS [11] and assuming that

travoprost and travoprost-Z have similar tolerability pro-
files, a sample of 659 charts of latanoprost-treated
patients and 329 charts of those treated with travoprost-
Z was estimated to provide an 80% power to demon-
strate a meaningful difference between latanoprost (4.2%
change rate) and travoprost-Z (9.0% change rate) at a
0.05 significance level.

Results
In all, charts for 632 patients initiating monotherapy with
latanoprost and for 268 treated initially with travoprost-Z
monotherapy were abstracted. Baseline demographic char-
acteristics and medical histories are summarized in Table 1.
In both cohorts, the median age was approximately 67
years, >50% were female, and 80% were diagnosed with pri-
mary open-angle glaucoma. Systemic comorbidities at base-
line were common with more than half of the patients in
each cohort reporting hypertension and approximately
one-quarter reporting a lipid disorder. At baseline, nearly
30% in each cohort had undergone cataract surgery, and
approximately 10% reported a history of dry eye. Baseline
IOP values were similar across treatment groups in both
eyes.
Ocular procedures and ocular surface tests were per-

formed with similar frequency across cohorts at the

baseline visit (Table 2). As would be expected, records
for virtually all patients included a notation of IOP level,
while results of perimetry, ophthalmoscopy, gonioscopy,
and measurement of central corneal thickness were
recorded for approximately half of the patients overall.
At baseline, ocular surface tests were performed rela-
tively infrequently in both cohorts. Over the full study
period, the mean ± standard deviation number of office
visits was 3.9 ± 2.3 for latanoprost and 4.1 ± 2.7 for

Table 1 Baseline demographic characteristics and
medical history*

Latanoprost
N = 632

Travoprost-Z
N = 268

Age, years

Mean ± SD 66.7 ± 12.8 66.9 ± 11.1

Median (range) 67.0 (32, 97) 66.5 (42, 96)

Gender

Male 284 (45.0) 126 (47.6)

Female 347 (55.0) 139 (52.5)

Diagnosis

Primary open-angle glaucoma 499 (80.0) 214 (79.9)

Ocular hypertension 119 (19.3) 52 (19.5)

Family history of glaucoma

Yes 131 (20.7) 65 (24.3)

No 501 (79.3) 203 (75.8)

Systemic comorbidities†

Hypertension‡ 322 (51.0) 159 (59.3)

Lipid disorder 170 (26.9) 60 (22.4)

Diabetes‡ 108 (17.1) 65 (24.3)

Thyroid disease 76 (12.0) 24 (9.0)

Allergic rhinitis 50 (7.9) 17 (6.3)

Asthma 40 (6.3) 19 (7.1)

Depression 39 (6.2) 12 (4.5)

Other 310 (49.1) 121 (45.2)

Coexisting ocular conditions†

Cataract surgery 173 (27.4) 80 (29.9)

Dry eye 83 (13.1) 27 (10.1)

Macular degeneration 42 (6.7) 13 (4.9)

Diabetic retinopathy 17 (2.7) 9 (3.4)

Seasonal allergic conjunctivitis 7 (1.1) 6 (2.2)

Other 319 (50.5) 154 (57.5)

Intraocular pressure§

Right eye

Mean ± SD 22.9 ± 6.2 23.1 ± 6.7

Median 22 22

Left eye

Mean ± SD 22.4 ± 5.4 22.5 ± 5.5

Median 22 22

SD = standard deviation.

*N (%) unless otherwise indicated.
†Reported by ≥2% of patients in either cohort.
‡p < 0.05.
§Latanoprost, N = 629; travoprost-X, N = 267.
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travoprost-Z (p = 0.20), and the duration of follow-up
was similar between cohorts (latanoprost: 405.7 ± 257.5
days, range 5 to 1034 days; travoprost-Z: 397.8 ± 248.2
days, range 8 to 1000 days).
Within six months, rates of index therapy change for

latanoprost versus travoprost-Z were 21.2% (134/632)
and 28.7% (77/268), respectively (p = 0.0148); across the
full study period, rates were 34.5% (218/632) and 45.2%
(121/268), respectively (p = 0.0026; Table 3). Patients
initially treated with travoprost-Z were 52% more likely
(hazard ratio [HR]: 1.52; 95% confidence interval
[CI]:1.15-2.00; p = 0.0035) to have an index therapy
change within the first six months and 50% more likely
(HR: 1.50; 95% CI: 1.20-1.87; p = 0.0004) to experience
an index therapy change during the study compared
with patients treated first with latanoprost. Among
those changing therapy, days to therapy change was
longer among those initially treated with latanoprost.
The time in days to index therapy change are shown in

Kaplan-Meier curves for the two ocular hypotensive
therapies in Figures 1 and 2.
Among those who changed their index therapy, switch

to a different ocular hypotensive agent was the most fre-
quent type of change in both time periods (>40% of
changes), followed by the addition of ocular hypotensive
therapy (>26% of changes; Table 4). The most frequently
cited reason for change was insufficient IOP control
reported for >60% of those changing therapy within the
first six months and for >50% of those changing across
the full study period (Table 4; patients with therapy dis-
ruption related to access or formulary changes were
excluded from chart abstraction). The second most fre-
quently cited reason was the occurrence of adverse
events. Hyperemia was the adverse advent charted most
frequently at the time of the first index therapy change
in both measurement time periods and was reported
approximately four times more frequently among those
treated with travoprost-Z (p < 0.0001 for both within six
months and across the full study period; Table 5). Dry
eye was reported infrequently, in 1/134 patients in the
latanoprost group and 1/77 patients in the travoprost-Z
group, and was not reported as a reason for withdrawal
by any patient. When those who switched therapy due
to insufficient IOP control were excluded, time to index
therapy change was longer among those treated initially
with latanoprost during both the first six months and
the full study period (p = 0.0523 and p = 0.0427,
respectively).

Discussion
Although we hypothesized that the rate of index therapy
change would be lower with travoprost-Z preserved with
SofZia than with latanoprost preserved with BAK, we
found change rates to be statistically significantly lower
in latanoprost-treated patients both within six months
and across the full study period. As in studies of persis-
tency with ocular hypotensive agents generally, rates of
uninterrupted use were lower than desirable for both

Table 2 Ocular procedures and ocular surface tests
performed at baseline, N (%)*

Latanoprost
N = 632

Travoprost-Z
N = 268

Ocular procedures

IOP 627 (99.2) 265 (98.9)

Perimetry 344 (54.4) 132 (49.3)

Ophthalmoscopy 330 (52.2) 143 (53.4)

Gonioscopy 303 (47.9) 147 (54.9)

Central corneal thickness measured† 280 (44.3) 144 (53.7)

Photography† 130 (20.6) 33 (12.3)

Heidelberg retinal tomography 154 (24.4) 55 (20.5)

Optical coherence tomography 97 (15.4) 55 (20.5)

GDx nerve fiber analysis 31 (4.9) 16 (6.0)

Ocular surface tests

Tear breakup time 57 (9.0) 28 (10.5)

Staining 13 (2.1) 4 (1.5)

*Reported by ≥2% of patients in either cohort.
†p < 0.05.

Table 3 Index therapy change within 6 months and full study period

Within 6 months Across full study period

Latanoprost
N = 632

Travoprost-Z
N = 268

Latanoprost
N = 632

Travoprost-Z
N = 268

Changed therapy, n % 134 (21.2) 77 (28.7) 218 (34.5) 121 (45.2)

p-value* 0.0148 0.0026

Hazard ratio† 1.519 1.499

p-value 0.0035 0.0004

Days to change

Mean ± SD 72.9 ± 51.2 54.1 ± 48.0 194.8 ± 192.9 178.0 ± 196.7

Median 56.5 40.0 125.0 90.0

SD = standard deviation.

*Chi-square test.
†The reference cohort is latanoprost. Based on the Cox proportional hazards model.
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latanoprost and travoprost-Z, but patients initially pre-
scribed travoprost-Z were approximately 50% more likely
to change therapy both within the first 6 months and
across the full study period (p < 0.01 for both compari-
sons with latanoprost). Combining proportions of
patients who either switched or discontinued to estimate
how many patients completely stopped taking the initial
therapy revealed that, within the first six months, 12.5%
(79/632) of latanoprost-treated patients and 15.3% (41/
268) of those treated with travoprost-Z stopped the initial
therapy and that 19.8% (125/632) and 23.5% (63/268),
respectively, did so across the full study period. Similar
proportions of patients in the two treatment groups
changed due to a glaucoma-related surgery or procedure
(approximately 14% at each measurement time point).
Our finding of greater persistence with latanoprost

monotherapy than with travoprost-Z monotherapy

contrasts with results of retrospective claims database
analyses of prostaglandin analog treatment patterns
[34-36]. In those studies, rates of adjunctive IOP-lower-
ing therapy use favored travoprost-Z, with differences
between latanoprost and travoprost-Z ranging from
7.6% over 12 months (16.5% vs 8.9%, respectively) [34]
to 2% over two years (37% vs 35%, respectively) [35].
Directly comparing findings of the present study and
the published claims database analyses is difficult given
differences in research questions, definitions of out-
comes, and statistical analyses. In particular, the studies
by Schmier et al [34-36] included only newly initiating
patients who remained on the index prostaglandin for
least 12 or 24 months (depending on the study), while
the present research identified patients newly prescribed
an ocular prostaglandin and tracked therapy changes
throughout the follow-up period. Nevertheless, such
contrasting results suggest that additional research is
needed to evaluate whether the low levels of BAK con-
tained in ophthalmic solutions may cause significant
adverse corneal effects that impact patient persistence.
Changes in ocular hypotensive therapy may be preci-

pitated by a number of factors. In the GAPS [11] with
an average duration of chart review of 4.1 years, lack of
efficacy was the most common reason cited by physi-
cians for switching medication followed by adverse
events (43% vs 19%, respectively). Among patients who
changed therapy in the present study, uncontrolled IOP
was noted as a reason for change within the first six
months in >60% charts and as a reason for nearly 55%
of changes from latanoprost and 63% of changes from
travoprost-Z across the full study period. As in the
GAPS [11], adverse events were the second most fre-
quently cited reason for change, noted in between 11%
and 21% of cases; changes were attributed to adverse
events in somewhat greater proportions of those treated
with travoprost-Z.
The most frequently recorded adverse event was hyper-

emia, which was noted significantly more frequently with
travoprost-Z than with latanoprost at both measurement
time points. In the GAPS [11], hyperemia also was the
most common adverse event. In that study, of the 195
patients with charted adverse events, hyperemia was
noted in 135 (69%) records, and an episode of hyperemia
occurred in a significantly greater proportion of those
exposed to travoprost (35%) than to latanoprost (22%; p
= 0.0123). It has been suggested that BAK exposure is
related to an increased incidence of dry eye [15], but
therapy withdrawals from dry eye were not obvious in
the latanoprost with BAK group.. This lack of association
between these agents and the incidence of dry eye paral-
lel the results of a retrospective analysis of three large
prescription databases that found no significant differ-
ence in the incidence of ocular surface disease (defined

Figure 1 Kaplan-Meier curves of days to index therapy change
within 6 months.

Figure 2 Kaplan-Meier curves of days to index therapy change
across the full study period.
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as dry eye or ocular infection) between patients pre-
scribed latanoprost versus travoprost-Z (14.0% vs 14.4%,
respectively; p = 0.45) [37].
The American Academy of Ophthalmology [38,39]

and the European Glaucoma Society [40] have produced
guidelines for the evaluation and treatment of patients
with glaucoma or ocular hypertension, but eye care pro-
fessionals may not routinely follow these recommenda-
tions [41-44]. In the GAPS [44], IOP and results of disc
evaluations and imaging and of visual field tests were
recorded in charts of 90% of open-angle glaucoma
patients; in contrast, chart notations of central corneal
thickness measurement, gonioscopy, and establishment
of an IOP target level were present for about half of
patients. In the present study, we tabulated frequencies

of ocular procedures and ocular surface tests performed
at baseline. An IOP measurement was recorded for
nearly all (>98%) patients in both treatment groups and
about half of charts included findings of perimetry,
ophthalmoscopy, gonioscopy, and central corneal thick-
ness measurement. Other procedures and ocular surface
tests were performed less frequently.
A major strength of the current study was the large

number of charts reviewed (N = 900). However, the fol-
low-up time frame was too short to support assessments
of changes in parameters such as visual field. Rates of ther-
apy “gaps” and restarts, which have been documented
using large medical/pharmacy databases [10,11], cannot be
reliably inferred from medical records. Although the 14
sites from which data were abstracted were geographically

Table 4 Type of and reason for index therapy change within 6 months and full study period among patients who
changed, N (%)

Within 6 months Across full study period

Latanoprost
N = 134

Travoprost-Z
N = 77

Latanoprost
N = 218

Travoprost-Z
N = 121

Type of change

Add-on 36 (26.9) 26 (33.8) 62 (28.4) 40 (33.1)

Switch 65 (48.5) 36 (46.8) 102 (46.8) 50 (41.3)

Discontinuation 14 (10.5) 5 (6.5) 23 (10.6) 13 (10.7)

Surgery/procedure 19 (14.2) 10 (13.0) 31 (14.2) 18 (14.9)

Reason for change*

IOP not controlled 83 (61.9) 50 (64.9) 119 (54.6) 76 (62.8)

Adverse events 16 (11.9) 16 (20.8) 24 (11.0) 18 (14.9)

Physician preference 11 (8.2) 4 (5.2) 21 (9.6) 9 (7.4)

Non-compliance 8 (6.0) 2 (2.6) 11 (5.0) 6 (5.0)

Cost 9 (6.7) 3 (3.9) 19 (8.7) 4 (3.3)

Patient request 5 (3.7) 2 (2.6) 10 (4.6) 4 (3.3)

Ocular nerve head

changes 1 (0.7) 0 6 (2.8) 1 (0.8)

Other 11 (8.2) 3 (3.9) 25 (11.5) 5 (4.1)

IOP = intraocular pressure.

*Reported by ≥2% of patients in either cohort at either time point. More than one reason could be reported for each patient.

Table 5 Adverse event(s) charted at index therapy change within 6 months and full study period among patients who
changed, N (%)

Within 6 months Across full study period

Latanoprost
N = 134

Travoprost-Z
N = 77

Latanoprost
N = 218

Travoprost-Z
N = 121

Hyperemia† 7 (5.2) 18 (23.4) 10 (4.6) 21 (17.4)

Burning 7 (5.2) 2 (2.6) 10 (4.6) 2 (1.7)

Pain/ocular discomfort 4 (3.0) 3 (3.9) 4 (1.8) 4 (3.3)

Blepharitis 3 (2.2) 2 (2.6) 4 (1.8) 2 (1.7)

Dry eye 1 (0.7) 1 (1.3) 3 (1.4) 4 (3.3)

Foreign body sensation 1 (0.7) 2 (2.6) 2 (0.9) 4 (3.3)

Pruritis 1 (0.7) 0 7 (3.2) 1 (0.8)

Other 8 (6.0) 8 (10.4) 16 (7.3) 10 (8.3)

*Reported by ≥2% of patients in either cohort at either time point. More than one event could be reported for each patient.
†p < 0.0001 for both within six months and across full study period.
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diverse, they may not represent the full population of
ophthalmology practices. Every effort was made to ensure
the consistency of chart abstraction across sites, but no
formal tests of reliability were undertaken. In addition,
time to and reasons for changing medication were not
cross-validated by an independent committee and were
not evaluated in a masked fashion. Insufficient IOP reduc-
tion was the most commonly reported reason for change,
but IOP changes at the patient level were not assessed and
could be considered in future analyses. Finally, because
latanoprost and the original formulation of travoprost
with BAK have similar tolerability profiles [32,33], we
hypothesized that any improvement in the tolerability of
travoprost with SofZia would lead to lower rates of ther-
apy change in comparison to latanoprost with BAK.
Although we did not find lower rates of therapy change
among those treated with travoprost-Z, future research
might expand the study by comparing persistence with
BAK-preserved travoprost, bimatoprost, and latanoprost
versus ocular hypotensive formulations without BAK -
including travoprost with SofZia

Conclusion
In this “real world” study of changes in therapy in
patients prescribed initial monotherapy with latanoprost
with BAK or travoprost-Z with SofZia, medication
changes were common in both treatment groups but sta-
tistically significantly more frequent with travoprost-Z.

Acknowledgements
The results of this study were presented in part at the 2010 American College
of Clinical Pharmacy Annual Meeting; October 17-20, 2010; Austin, Texas.
Editorial support, including contributing to the first draft of the paper,
revising the paper based on author comments, and styling the paper for
journal submission, was provided by Jane G. Murphy, PhD, of Zola
Associates, and was funded by Pfizer Inc.
Investigators
William A. Argus, MD, Fort Wayne, IN; Jason Bacharach, MD, Petaluma, CA;
Richard Chace, MD, Portsmouth, NH; Douglas Day, MD, Roswell, GA; Deepak
P. Edward, MD, Akron, OH; Andrew Iwach, MD, San Francisco, CA; Thomas
Macejko, MD, Fairfield, OH; Katherine Oshsner, MD, Wilmington, NC; Smajo
Osmanovic, MD, Arlington Heights, IL; Jody Piltz-Seymour, MD, Bristle, PA;
Steven Rauchman, MD, Mission Hills, CA; Shannon Smith, MD, Nacogdoches,
TX; Michael Stiles, MD, Overland Park, KS; Ruth Williams, MD, Wheaton, IL.

Author details
1Pfizer Ophthalmics, Chicago, IL, USA. 2Pfizer Ophthalmics, New York, NY,
USA. 3North Bay Eye Associates, Petaluma, CA, USA. 4Summa Health System,
Akron, OH, USA. 5North Valley Eye, Mission Hills, CA, USA.

Authors’ contributions
JMF, SK, JM, TB, JLF, and CL participated in development of the study
concept and design. JB, DPE, and SR participated in acquisition of data. JMF,
SK, and JM participated in the analysis and interpretation of data and
drafting of the manuscript. Study supervision was provided by JMF, SK, TB,
JLF, and CL. All authors critically reviewed the manuscript for important
intellectual content, and all authors read and approved the final manuscript.

Competing interests
JMF, SK, JM, and JLF are employees of Pfizer Inc, New York, NY. TB and CL
were employees of Pfizer Inc, New York, NY at the time the research was

conducted, JB, DPE, and SR were paid consultants to Pfizer in connection
with the development of this manuscript. The study was sponsored by Pfizer
Inc, New York, NY.

Received: 18 November 2010 Accepted: 13 June 2011
Published: 13 June 2011

References
1. Investigators AGIS: The Advanced Glaucoma Intervention Study (AGIS): 7.

The relationship between control of intraocular pressure and visual field
deterioration. Am J Ophthalmol 2000, 130:429-440.

2. Kass MA, Heuer DK, Higginbotham EJ, Johnson CA, Keltner JL, Miller JP,
Parrish RK, Wilson MR, Gordon MO: The Ocular Hypertension Treatment
Study: a randomized trial determines that topical ocular hypotensive
medication delays or prevents the onset of primary open-angle
glaucoma. Arch Ophthalmol 2002, 120:701-713.

3. Leske MC, Heijl A, Hussein M, Bengtsson B, Hyman L, Komaroff E, Early
Manifest Glaucoma Trial Group: Factors for glaucoma progression and the
effect of treatment: the Early Manifest Glaucoma Trial. Arch Ophthalmol
2003, 121:48-56.

4. Musch DC, Gillespie BW, Lichter PR, Niziol LM, Janz NK, CIGTS Study
Investigators: Visual field progression in the Collaborative Initial
Glaucoma Treatment Study: the impact of treatment and other baseline
factors. Ophthalmology 2009, 116:200-207.

5. Hahn SR, Kotak S, Tan J, Kim E: Physicians’ treatment decisions, patient
persistence, and interruptions in the continuous use of prostaglandin
therapy in glaucoma. Curr Med Res Opin 2010, 26:957-963.

6. Nordstrom BL, Friedman DS, Mozaffari E, Quigley HA, Walker AM:
Persistence and adherence with topical glaucoma therapy. Am J
Ophthalmol 2005, 140:598-606.

7. Reardon G, Schwartz GF, Mozaffari E: Patient persistency with
pharmacotherapy in the management of glaucoma. Eur J Ophthalmol
2003, 13(Suppl 4):S44-52.

8. Reardon G, Schwartz GF, Mozaffari E: Patient persistency with topical
ocular hypotensive therapy in a managed care population. Am J
Ophthalmol 2004, 137(1 Suppl):S3-12.

9. Reardon G, Schwartz GF, Kotak S: Persistence on prostaglandin ocular
hypotensive therapy: an assessment using medication possession and
days covered on therapy. BMC Ophthalmol 2010, 10:5.

10. Schwartz GF, Platt R, Reardon G, Mychaskiw MA: Accounting for restart
rates in evaluating persistence with ocular hypotensives. Ophthalmology
2007, 114:648-652.

11. Zimmerman TJ, Hahn SR, Gelb L, Tan H, Kim EE: The impact of ocular
adverse effects in patients treated with topical prostaglandin analogs:
changes in prescription patterns and patient persistence. J Ocul
Pharmacol Ther 2009, 25:145-152.

12. Dasgupta S, Oates V, Bookhart BK, Vaziri B, Schwartz GF, Mozaffari E:
Population-based persistency rates for topical glaucoma medications
measured with pharmacy claims data. Am J Manag Care 2002, 8(10
Suppl):S255-261.

13. Abelson MB, Fink K: How to handle BAK talk. Rev Ophthalmol 2002,
9:52-54.

14. Charnock C: Are multidose over-the-counter artificial tears adequately
preserved? Cornea 2006, 25:432-437.

15. Baudouin C: Detrimental effect of preservatives in eyedrops: implications
for the treatment of glaucoma. Acta Ophthalmol 2008, 86:716-726.

16. Novack GD, Evans R: Commercially available ocular hypotensive products:
preservative concentration, stability, storage, and in-life utilization. J
Glaucoma 2001, 10:483-486.

17. Burstein NL: Preservative cytotoxic threshold for benzalkonium chloride
and chlorhexidine digluconate in cat and rabbit corneas. Invest
Ophthalmol Vis Sci 1980, 19:308-313.

18. Noecker RJ, Herrygers LA, Anwaruddin R: Corneal and conjunctival
changes caused by commonly used glaucoma medications. Cornea 2004,
23:490-496.

19. Whitson JT, Cavanagh HD, Lakshman N, Petroll WM: Assessment of corneal
epithelial integrity after acute exposure to ocular hypotensive agents
preserved with and without benzalkonium chloride. Adv Ther 2006,
23:663-671.

20. Xiong C, Chen D, Liu J, Liu B, Li N, Zhou Y, Liang X, Ma P, Ye C, Ge J,
Wang Z: A rabbit dry eye model induced by topical medication of a

Fain et al. BMC Ophthalmology 2011, 11:13
http://www.biomedcentral.com/1471-2415/11/13

Page 7 of 8

http://www.ncbi.nlm.nih.gov/pubmed/11024415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11024415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11024415?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12049574?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12049574?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12049574?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12049574?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12523884?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12523884?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19019444?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19019444?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19019444?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20163296?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20163296?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20163296?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16226511?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12948052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12948052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14697909?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14697909?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20196848?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20196848?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20196848?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17398318?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17398318?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19284321?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19284321?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19284321?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12188168?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12188168?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16670481?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16670481?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18537937?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18537937?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11740219?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11740219?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7358482?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7358482?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15220734?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15220734?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17142200?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17142200?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17142200?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18436819?dopt=Abstract


preservative benzalkonium chloride. Invest Ophthalmol Vis Sci 2008,
49:1850-1856.

21. Cha SH, Lee JS, Oum BS, Kim CD: Corneal epithelial cellular dysfunction
from benzalkonium chloride (BAC) in vitro. Clin Exp Ophthalmol 2004,
32:180-184.

22. De Saint Jean M, Brignole F, Bringuier AF, Bauchet A, Feldmann G,
Baudouin C: Effects of benzalkonium chloride on growth and survival of
Chang conjunctival cells. Invest Ophthalmol Vis Sci 1999, 40:619-630.

23. Goldberg I, Li XY, Selaru P, Paggiarino D: A 5-year, randomized, open-label
safety study of latanoprost and usual care in patients with open-angle
glaucoma or ocular hypertension. Eur J Ophthalmol 2008, 18:408-416.

24. Khoh-Reiter S, Jessen BA: Evaluation of the cytotoxic effects of
ophthalmic solutions containing benzalkonium chloride on corneal
epithelium using an organotypic 3-D model. BMC Ophthalmol 2009, 9:5.

25. Lass JH, Eriksson GL, Osterling L, Simpson CV, the Latanoprost Corneal
Effects Study Group: Comparison of the corneal effects of latanoprost,
fixed combination latanoprost-timolol, and timolol: a double-masked,
randomized, one-year study. Ophthalmology 2001, 108:264-271.

26. Stewart WC, Stewart JA, Jenkins JN, Jackson AL: Corneal punctate staining
with latanoprost, bimatoprost, and travoprost in healthy subjects. J
Glaucoma 2003, 12:475-479.

27. Thygesen J, Aaen K, Theodorsen F, Kessing SV, Prause JU: Short-term effect
of latanoprost and timolol eye drops on tear fluid and the ocular
surface in patients with primary open-angle glaucoma and ocular
hypertension. Acta Ophthalmol Scand 2000, 78:37-44.

28. Ryan G Jr, Fain J, Lovelace CA, Gelotte KM: Effectiveness of ophthalmic
preservatives; comparing benzalkonium chloride and Sofzia®
preservative system. Invest Ophthalmol Vis Sci 2010, 51, E-Abstract 3194.

29. Lewis RA, Katz GJ, Weiss MJ, Landry TA, Dickerson JE, James JE, Hua SY,
Sullivan EK, Montgomery DB, Wells DT, Bergamini MV, Travoprost BAC-free
Study Group: Travoprost 0.004% with and without benzalkonium
chloride: a comparison of safety and efficacy. J Glaucoma 2007,
16:98-103.

30. Whitson JT, Trattler WB, Matossian C, Williams J, Hollander DA: Ocular
surface tolerability of prostaglandin analogs in patients with glaucoma
or ocular hypertension. J Ocul Pharmacol Ther 2010, 26:287-292.

31. Kahook MY, Ammar DA: Invitro toxicity of topical ocular prostaglandin
analogs and preservatives on corneal epithelial cells. J Ocul Pharmacol
Ther 2010, 26:259-263.

32. Parrish RK, Palmberg P, Sheu WP, XLT Study Group: A comparison of
latanoprost, bimatoprost, and travoprost in patients with elevated
intraocular pressure: a 12-week, randomized, masked-evaluator
multicenter study. Am J Ophthalmol 2003, 135:688-703.

33. Netland PA, Landry T, Sullivan EK, Andrew R, Silver L, Weiner A, Mallick S,
Dickerson J, Bergamini MV, Robertson SM, Davis AA, Travoprost Study
Group: Travoprost compared with latanoprost and timolol in patients
with open-angle glaucoma or ocular hypertension. Am J Ophthalmol
2001, 132:472-484.

34. Schmier JK, Covert DW, Robin AL: First-year treatment costs among new
initiators of topical prostaglandin analogs. Clin Ophthalmol 2009,
3:637-644.

35. Schmier JK, Lau EC, Covert DW: Two-year treatment patterns and costs in
glaucoma patients initiating treatment with prostaglandin analogs. Clin
Ophthalmol 2010, 4:1137-1143.

36. Schmier JK, Covert DW, Robin AL: First-year treatment costs among new
initiators of topical prostaglandin analog identified from November
2007 through April 2008. Curr Med Res Opin 2010, 26:2769-2777.

37. Kotak S, Schwartz GF, Mardekian J, Fain J: Incidence of dry eye or ocular
infection in open-angle glaucoma (OAG) and ocular hypertension (OH)
patients treated with latanoprost (LAT) with BAK or travoprost-Z (TRAV-
Z) with SofZia™. Invest Ophthalmol Vis Sci 2010, 51, E-Abstract 2762.

38. American Academy of Ophthalmology: Primary Open-Angle Glaucoma,
Preferred Practice Pattern San Francisco: American Academy of
Ophthalmology; 2005 [http://www.aao.org/ppp].

39. American Academy of Ophthalmology: Primary Open-Angle Glaucoma
Suspect, Preferred Practice Pattern San Francisco: American Academy of
Ophthalmology; 2005 [http://www.aao.org/ppp].

40. European Glaucoma Society Terminology and Guidelines for Glaucoma, IInd
ed Savona, Italy: DOGMA; 2008 [http://www.eugs.org/ebook.asp].

41. Albrecht KG, Lee PP: Conformance with preferred practice patterns in
caring for patients with glaucoma. Ophthalmology 1994, 101:1668-1671.

42. Fremont AM, Lee PP, Mangione CM, Kapur K, Adams JL, Wickstrom SL,
Escarce JJ: Patterns of care for open-angle glaucoma in managed care.
Arch Ophthalmol 2003, 121:777-783.

43. Friedman DS, Nordstrom B, Mozaffari E, Quigley HA: Glaucoma
management among individuals enrolled in a single comprehensive
insurance plan. Ophthalmology 2005, 112:1500-1504.

44. Quigley HA, Friedman DS, Hahn SR: Evaluation of practice patterns of the
care of open-angle glaucoma compared with claims data: The Glaucoma
Adherence and Persistency Study. Ophthalmology 2007, 114:1599-1606.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2415/11/13/prepub

doi:10.1186/1471-2415-11-13
Cite this article as: Fain et al.: A multicenter, retrospective chart review
study comparing index therapy change rates in open-angle glaucoma
or ocular hypertension patients newly treated with latanoprost or
travoprost-Z monotherapy. BMC Ophthalmology 2011 11:13.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Fain et al. BMC Ophthalmology 2011, 11:13
http://www.biomedcentral.com/1471-2415/11/13

Page 8 of 8

http://www.ncbi.nlm.nih.gov/pubmed/18436819?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10067965?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10067965?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18465724?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18465724?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18465724?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19638217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19638217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19638217?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11158797?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11158797?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11158797?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14646682?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/14646682?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10726786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10726786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10726786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10726786?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17224758?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17224758?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20578283?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20578283?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20578283?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20565312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20565312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12719078?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12719078?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12719078?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12719078?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11589866?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11589866?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19997567?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19997567?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20957061?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20957061?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21043550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21043550?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21043550?dopt=Abstract
http://www.aao.org/ppp
http://www.aao.org/ppp
http://www.eugs.org/ebook.asp
http://www.ncbi.nlm.nih.gov/pubmed/7936565?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7936565?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12796247?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16039717?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16039717?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16039717?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17572498?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17572498?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17572498?dopt=Abstract
http://www.biomedcentral.com/1471-2415/11/13/prepub

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Results
	Discussion
	Conclusion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history

