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Purpose: The objective of the study was to review diurnal IOP control and its impact on
sight preservation.
Methods: This is a retrospective study used in patients with elevated IOP. Patient IOPs
were measured every 4 hours over a 24-hour period. Qualified patients provided open-
label TRAVATAN® to dose once a day for 2 weeks. Following 2 weeks of dosing, IOP
measurements were taken every 4 hours for 36 hours. Additional IOP measurements

i we;re taken at 60 and 84 hours after the last dose of TRAVATAN®,
Results: The IOP changes from baseline were statistically significant (p<0.0001) at all
time points out to 36 hours. Even without additional dosing, substantial IOP reductions
(6 mm Hg) were maintained out to 84 hours.
Conclusions: Use of TRAVATAN® may have less impact on IOP maintenance due to
non-compliance and missed doses. This could help prevent glaucomatous loss and

preserve sight.
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CHAPTER 1

GLAUCOMA

Background of Glaucoma

Glaucoma is one of the leading causes of blindness and is a public health concern.
Glaucoma may account for 13% of new blindness registrations each year (Fraser, 2001).
Thylefors (1998, p. 90) estimated “that there are 7 million new cases of blindness each
year.” However, this estimation is not based solely on glaucoma.

Damage to the optic nerve is caused by intraocular pressure due to glaucoma
(Anderson, 1989). Patients who become blind from glaucoma may npt seek treatment
until they are blind, as this disease does not exhibit any symptoms (Grant, 1982). The
need for early diagnosis is imperative to prevent blindness. However, Fraser (2001,
p.642) states, “Early detection of glaucoma is clearly desirable, but the means to achieve
this on a population basis remains problematic.”

Approximately 66.8 million people around the world have open-angle glaucoma.
There are a few risk factors to keep in mind when assessing open-angle glaucoma. Some
of these factors include age, race, family history, diabetes, hypothyroidism, elevated
intraocular pressure (IOP), and optic nerve head cupping (Shields, 1997 & Kalluar,
2001).

Prevalence of vision loss and blindness does increase due to age (Mufioz, 2000).

Lichter (1984, p. 18) indicates that the “prevalence of glaucoma goes up with each



decade of life, to the point where 7%-10% of people in their 70s and 80s have glaucoma.”
Therefore, age is a primary factor for glaucoma. Individuals aged 40-49 have a 0.22%
chance of being diagnosed with glaucoma and this increases to 14.29% for those 80 years
of age or older (Shields, 1997).

Race is a risk factor for open-angle glaucoma. It has been found that blacks
develop glaucoma more frequently, more severely, and at a younger age than other races
(Lichter, 1984). African-Americans are more likely to develop glaucoma than non-
African-Americans (p=0.006) (Muifioz, 2000). The Baltimore Eye Survey showed that
“biacks had higher rates of POAG [primary open-angle glaucoma] than whites at every
age, with an overall age-adjusted relative prevalence of 4.3 based on the adjusted rates”

_(Tielsch, 1991, p. 373). A study conducted in Chicago, IL and found that there is a
higher incidence of open-angle glaucoma in the black population (Wilensky, 1978).

Heredity is another risk factor to consider for the development of glaucoma.
Family history prevalence is higher for patients diagnosed with glaucoma than those who
do not have glaucoma (Budde, 2000). An associated gene has been identified for open-
angle glaucoma. This gene is located in the CLC/A region on chromosome 1 and is the
MYOC/TIGR (Budde, 2000 & Stone, 1997). Stone’s study “suggests that mutations in
CLCIA cause glaucoma in nearly 100,000 individuals in the United States” (Stone, 1997,
p. 670). If an adequate screening tool can be developed to identify this gene, then
appropriate therapy can be assigned before vision is lost.

As stated in the NEI publication Facts About Glaucoma, “Although you will

never be cured of glaucoma, treatment often can control it. This makes early diagnosis



and treatment important to protect your sight” (NEI, n.d., p. 3). Therefore, it is important

to understand who is at risk and how to detect glaucoma.

Etiology of Glaucoma

Glaucoma may be classified into two types: primary and secondary. Aqueous
outflow obstruction and elevated IOP may cause the primary type of glaucoma (e.g.,
open-angle glaucoma). The primary glaucomas are not affiliated with other systemic or
ocular conditions and are restricted to the anterior chamber (Shields, 1997). The
secondary type of glaucoma (e.g., pigmentary glaucoma) may develop due to other
systemic or ocular conditions that restrict aqueous outflow in an open anterior chamber
(Kallaur, 2001).

Open-angle glaucoma is diagnosed through IOP measurements, visual field loss,
and optic nerve damage (Coleman, 1999). However, “increased eye pressures are no
longer included in the definitions of glaucoma, the reduction of eye pressures remains the

mainstay of POAG treatment” (Coleman, 1999, p. 1803).

Health Problem

Loss of vision impacts the quality of life of individuals, especially if the vision
loss can be prevented. Healthy Vision 2010, which is part of the Healthy People 2010
program, has been implemented. Healthy People 2010 is sponsored by the Department of
Health and Human Services (HHS), which includes the National Eye Institute (NEI) and

National Institutes of Health (NIH).



The goal of Healthy Vision 2010 is to improve quality of life and increase
longevity. Healthy Vision 2010 will also try to stop health disparities. The program
focuses on eye examinations and screenings for all ages, specific eye diseases (such as
glaucoma, cataracts, and diabetic eye diseases), injury prevention, and vision
rehabilitation.

To assist with the prevention of vision loss, Medicare will cover the cost of
annual dilated eye examinations for people at risk for glaucoma (NIH, 2002). “HHS
Secretary Tommy G. Thompson stated, ‘Preventative benefits, such as this new glaucoma
coverage, help keep people enrolled in Medicare healthy and improve their quality of
life”” (NIH, 2002, p. 1).

The lower socioeconomic group is at highest risk of developing glaucoma or other
preventable diseases; however, they are least likely to be covered by health insurance
(Woolhandler, 1988). The racial differences seen with the prevalence of glaucoma may
be due to social and economic factors as well (Javitt, 1991).

Medical therapy is used to control IOP. However, the cost is prohibitive to some
patients and the cost is expected to rise. The total drug expenditures in 1996 were 62
billion of which $3.18 billion were ophthalmic drug sales. It was estimated that by 1997,
$1 billion will be spent only on glaucoma medications (Vold, 2000).

However, with the use of medical therapy to reduce and maintain low IOP, the
cost has to inch_lde the price of the medication, additional physician visits, and potential

side-effects of the medication. Newly developed medications are more effective, better



tolerated, and better dosing regimen (Fiscella, 1999). These factors can influence patient
compliance with the medication, thus impact IOP maintenance.

Health-care professionals (e.g., ophthalmologists) use IOP measurements as an
indicator for glaucoma management. “There is a definite causal relationship between the
level of IOP and damages of the optic nerve head with resultant changes of the visual
field in glaucoma” (Kitazawa, 1975, p. 557). Each physician makes a decision based
upon a target IOP for each individual patient despite optic disc and visual field defects to
begin pharmaceutical treatment (Shields, 1997). However, there exist little criteria for
determining the target IOP for individual patients (Mao, 1991).

IOP should be measured throughout the day to ascertain the peak and trough
_pressures. Single measurements may not represent the diurnal cycle (Wilensky, 1993).
To capture the diurnal curve, IOP must be measured periodically through a 24-hour
cycle. The peak diurnal variation may occur at anytime; however, the usual peak time
occurs between 6:00 a.m. and 8:00 a.m. (Phelps, 1974).

Glaucoma diagnosis and management may be affected by IOP, which should be
measured at various times throughout the day (David, 1992). A single IOP measurement
does not provide adequate information on IOP range and variability (Wilensky, 1993).
Therefore, IOP must be measured throughout the day to assess an individual patients
target pressure (Asrani, 2000).

Treatment is focused on lowering IOP as there is not a treatment available for
optic neuropathy (Alward, 1998). The first choice of most health-care professionals in

lowering IOP is a nonselective beta-adrenergic blocking agents such as TIMOPTIC®



(timolol ophthalmic solution, 0.25% or 0.5%). Prostaglandin analogues are a new class
of agents used in the treatment of open-angle glaucoma and ocular hypertension. The
new prostaglandin analogues are as effective as TIMOPTIC® but do not have the adverse
systemic side-effects (such as bronchospasm or arrhythmia) of the nonselective beta-
adrenergics (Netland, 2001).

Alcon Research, Ltd. has developed a prostaglandin analogue product,
TRAVATAN?® (travoprost ophthalmic solution, 0.004%), that was approved in March
2001 by the US Food and Drug Administration (FDA). The use of TRAVATAN® over
a 24-hour diurnal cycle may help maintain target IOP and thus protect sight.

In summary, elevated IOP is an indicator of optic nerve head damage and visual
field loss, which can lead to blindness. IOP reduction and IOP maintenance through
medical therapy is an avenue for health-care professionals to treat glaucoma patients
(Wilensky, 1991). When glaucoma is diagnosed early and treated, patients may preserve

sight and prevent vision loss (Alward, 1998).



CHAPTER I

METHODOLOGY

Clinical Trials

Before clinical research trials are initiated in humans, a compound must be
studied extensively. This preliminary research is conducted through pre-clinical (or
laboratory) and animal testing. If the compound is found to have potential qualities for
further studies, an Investigational New Drug Application (IND) is filed with the US Food
and Drug Administration (FDA).

Clinical research has several phases, which include Phase I, Phase II, and Phase
III. Phase I research is the initial use of the study drug in normal healthy volunteers to
assess the safety profile of the product. Phase II of the research process begins the
process of assessing efficacy of the product in the target population. Phase III studies are
very large clinical trials that are conducted to provide additional information on the safety
and efficacy of the study drug.

If the Phase III studies are successful, a New Drug Application (NDA) may be
filed with the FDA. The product may be marketed after the FDA grants approval.

Further studies may be conducted on the product after approval. These additional
studies are termed Phase IV studies (or post-marketing trials). These studies are used to

help position the product on the market against the competition (CenterWatch, n.d.).



Also, these market support studies expose more patients to the drug product to gain
additional efficacy information in the target population.

Volunteers are asked to participate in these clinical research trials. An
Institutional Review Board (IRB) governs these research studies. The IRB is responsible
for monitoring the clinical trial and protecting the rights and safety of the study
participants. “All institutions that conduct or support biomedical research involving
people must, by federal regulation, have an IRB that initially approves and periodically
reviews the research” (ClinicalTrials.gov, n.d., p. 2).

A volunteer is asked to read and sign an informed consent document before
agreeing to participate in a clinical research study. This document is designed to inform
the volunteer about the study. The FDA has required information to be disclosed to the
potential participant. “FDA requires that volunteers be told:

| = that the study involves research of an unproven drug or device

= the purpose of the research

= how long the study is expected to take

= what will go on in the study and which parts of the study are experimental

= possible risks or discomforts

= possible benefits

= other procedures or treatments that you might want to consider instead of the

treatment being studied

= that FDA may inspect study records, but the records will be kept confidential



* whether any medical treatments are available if you are hurt, what those

treatments are, where they can be found, and who will pay for treatment

= the person to contact with questions about the study, your rights, and injuries

related to research

= being in the study is voluntary and you can quit at any time” (US Food and

Drug Administration, n.d., p. 1).
The informed consent document is reviewed and approved by an IRB. An example of the
informed consent used in the Alcon sponsored study may be found in Appendix A.

The Alcon study used in this project was a Ifhase IV study to help position
TRAVATAN® in the market. The TRAVATAN® package insert, which was approved
bythe FDA and gives pertinent information regarding the medication, is located in
Appendix B.

There are several regulations and guidelines that were followed to protect human
subjects and to adhere to Good Clinical Practice (GCP). These include Alcon Standard
Operating Procedures (SOPs), Declaration of Helsinki, Code of Federal Regulations (21
CFR parts 50, 54, 56, 312, & 314), and International Conference of Harmonization (ICH)
Guidelines (E6). The CFR and ICH Guidelines may be viewed on the world wide web at

these locations: http://www.access.gpo.gov/nara/cfr/ and

http://www.ifpma.org/ich1bis.html respectively.

Study Design
This is a research trial of TRAVATAN® (Travoprost Ophthalmic Solution

0.004%) used in patients with elevated intraocular pressure (IOP) conducted by the



Clayton Eye Center of Morrow, GA. Alcon Research, Ltd. sponsored the study. The
objective of the study was to review diurnal intraocular pressure (IOP) control and its
impact on sight preservation.

The study conducted by Alcon Research, Ltd. used commercial open-label
TRAVATAN® without a comparison group. Subjects dosed once daily for two weeks at
8 p.m. in each eye. IOP measurements were collected every four hours up to thirty-six
hours after dosing and out to eighty-four hours post dose. The Alcon Biostatistics
Department analyzed the results following the Biostatistics Efficacy Analysis Plan.

The primary efficacy variable was IOP. A one-way analysis of variance was used
to test the significance of mean change from baseline in IOP. Demographics were
collected that included age, sex, race, iris color, and glaucoma diagnosis. Safety
parameters included cardiovascular (resting pulse, systolic & diastolic blood pressure),
ocular signs (cornea, iris/anterior chamber, lens), logMAR visual acuity, dilated fundus
examination (retina/macula/choroid, optic nerve, vitreous, cup/disc ratio), and change in
concomitant medication as a result of an untoward (unfavorable and unintended) event.

The original study was filed to the US Food and Drug Administration on the
Investigational New Drug (IND) Application #51,000. The protocol, amendment #1,
investigator, and informed consent were reviewed and approved by Sterling Institutional
Review Board based in Atlanta, GA.

The study was divided into two phases. Phase I was the Screening/Eligibility

Phase, which includes the Screening Visit, followed by the Eligibility Visit. Phase II was
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the open-label treatment phase, which includes the Week 2 Visit, Week 2 + 2 day Visit,
and Week 2 + 3 day Visit.

The subjects were consented and screened for the study at Clayton Eye Center.
Based upon the inclusion and exclusion criteria, qualified subjects were enrolled into the
study. Subjects had baseline IOP measurements conducted every four hours beginning at
8 a.m. over a twenty-four hour period after appropriate washout of their current glaucoma
medication(s). The qualifying IOPs were 24 to 36 mm Hg at 8 a.m. and 21 to 36 mm Hg
at 12 p.m. (noon) in at least one eye but the same eye must qualify at each time point.
Neither eye could be greater than 36 mm Hg. After qualification, subjects were provided
open-label TRAVATAN® and were instructed to instill one drop into each eye once daily
at 8 p.m. The subjects returned in two weeks for the next study visit.

During the Week 2 Visit, subjects had IOP measurements conducted every four
hours out to thirty-six hours. The Week 2 + 2 Days Visit was conducted at sixty hours
and Week 2 + 3 Days was conducted at eighty-four hours after the last dose of

TRAVATAN®.
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CHAPTER III

RESULTS

Study Results

Clayton Eye Center conducted the study from June 20, 2001 through August 7,
2001. Twenty-one subjects diagnosed with open-angle glaucoma were enrolled into the
open-label TRAVATAN® study. The demographics of the study group are given in
Table 1 below, which includes age, sex, race, iris color, and glaucoma diagnosis. The
average age of the study group was 59.4 (+ 12.0 standard deviation). The study group

‘was predominantly white females.

Table 1
Demographics of Subjects
Demographic Parameter Number of Percentage of
Subjects Subjects
Age:
< 65 years
2 65 years
Sex:
Male
Female
Race:
Caucasian
Black
Iris Color:
Brown 11 524
Hazel 3 23.8
Blue 2 23.8
Glaucoma Diagnosis:
Open-angle glaucoma 21 100.0

12



The baseline IOP measurements (with standard deviations) are given in Table 2
for all time points. The 8 a.m. and 12 p.m. (noon) IOP measurements had to be 21 to 36
mm Hg and 24 to 36 mm Hg, respectively, to qualify for participation in the study. The 8
a.m. IOP measurement averaged 26.5 (+ 2.22) and the 12 p.m. IOP measurement
averaged 24.4 (£ 2.60).

The on-therapy IOP measurements (with standard deviations) for all time points
are given in Table 3 for the Week 2, Week 2 + 2 Days, and Week 2 + 3 Days study visits.
The change from baseline for mean IOP measurements are calculated from the baseline
IOP and the on-therapy IOP measurements. Twelve hours after the last dose of
TRAVATAN?® (8 a.m.), the IOP had the greatest change of —11.2 (+ 2.79) mm Hg. Also,
TRAVATAN maintained lower IOP out to eighty-four hours after the last dose [-6.6 (+
3.53) mm Hg]. Figure 1 gives a graphic representation of the mean IOP change from

baseline.

Table 2
Baseline IOP Measurements

Time point I0P Standard

deviation
8 am. 26.4 2.22
12 p.m. 24 .4 2.60
(noon)
4 p.m. 22.7 3.89
8 p.m. 214 2.20
12 am. 19.6 2.54
(midnight)
4am. 21.6 2.46

13



Table 3

Week 2, Week 2 + 2 Days, & Week 2 + 3 Days IOP

Measurements
Time point Hour post- I0P Standard

dose deviation
8 p.m. 0 13.2 2.72
12 am. 4 15.3 3.45
(midnight)
4 am. 8 16.5 4.88
8 a.m. 12 14.8 3.62
12 p.m. 16 13.9 391
(noon)
4 p.m. 20 13.0 2.61
8 p.m. 24 12.9 2.72
12 am. 28 13.2 3.69
(midnight)
4 am. 32 17.1 443
8 a.m. 36 16.0 2.76
8 am. 60 19.0 4.49
8 a.m. 84 19.4 4.47

0 T —T T T v v v -

Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour

mmHg : h A _—
NIVARA 2\ "
S v

IOP Post-Dose Time Points

Figure 1
IOP Change from Baseline

Three subjects were excluded from the per-protocol efficacy data analysis for all
visits due to inadequate washout of current glaucoma medication, less than thirty days of

stable dosing with an anti-hypertensive medication, and use of an excluded concomitant
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medication. One subject was excluded from the per-protocol efficacy data analysis at
Week 2 8 p.m. (0 hour) Visit due to inadequate time interval from dosing with study

medication to the IOP measurement.

Based upon these calculations it was determined that TRAVATAN?® significantly
lowered mean IOP at all time points (p<0.0001) when measured over a thirty-six hour
period after dosing (mean IOPs < 17.1 mm Hg). The diurnally adjusted IOP changes
from baseline were statistically significant (p < 0.0001) at all time points through thirty-
six hours following the last dose of TRAVATAN®. Also, substantial IOP reductions (6
mm Hg) were maintained up to eighty-four hours without additional dosing. Therefore,
patient non-compliance and missed doses may have less impact with use of

“TRAVATAN® on IOP control.
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CHAPTER IV

CONCLUSIONS

Summary

“Glaucoma, a leading cause of irreversible vision loss in the United States, is a
disease that affects three million Americans, half of whom do not know they have it
because of its lack of early symptoms™ (NEI, 2000, p. 1). There are some people at
greater risk of developing glaucoma. “They include:

= Blacks over age 40.

. Everyone over age 60.

» People with a family history of glaucoma” (NEI, n.d., p. 1).

Glaucoma may be diagnosed through an eye examination. The use of IOP
measurements, dilated examinations to view the optic nerve, and achromatic automated
perimetry (e.g., visual field) are used to assess for glaucomatous damage. There are three
common treatments for glaucoma 1) medications, 2) laser surgery, and 3) surgery (NEI,
n.d.). Medications are usually the first line of treatment for glaucoma. When medications
fail, then “laser energy applied to the trabecular meshwork (laser trabeculoplasty) may be
used to increase aqueous outflow” (Alward, 1998, p. 1300). The last line of therapy for

glaucoma is surgery.
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Health Implications

Vision loss from glaucoma is irreversible; however, it can be controlled. The
National Eye Institute has stated, “Eye disease, visual impairment and disability, and
blindness are major public health problems” (NEI, 1994, p.1). “In addition to the
physical and emotional stresses associated with eye disease and blindness, there are
significant economic burdens. Eye disorders and blindness are estimated to cost the
nation more than $16 billion annually” (NEI, 1994, p. 2). The National Eye Institute
established the National Eye Health Education Program (NEHEP) after receiving funding
in 1988 from Congress. “The goals of the NEHEP are to prevent vision loss and
blindness by educating the public and health professionals about sight-threatening

diseases” (NEI, 1994, p. 2).

Results Outcome

This was a very small (n = 21) clinical market support study of an Alcon product,
TRAVATAN®. TRAVATAN® lowered IOP significantly at all time points out to thirty-
six hours after the last dose (p < 0.0001). Even without additional dosing TRAVTAN®
maintained substantial IOP reductions out to eighty-four hours (6 mm Hg).

The results from the study suggest that patients who use TRAVATAN® may have
less impact on IOP maintenance due to non-compliance and missed doses. This would

help prevent glaucomatous loss, which would lead to blindness, and preserve sight.

17



Health Impact

The diagnosis and management of glaucoma is very important to continued
quality of life. According to Lee and Wilson (2000, p.91), “The diagnosis of glaucoma
can affect quality of life in three major ways. These include the vision loss resulting
from optic nerve damage, the various costs associated with its management, and the
psychologic burden of carrying a disease that leads to progressive loss of vision.”

Loss of sight can lead to decreased independence in performing daily activities,
going places, and interacting with other individuals. The lack of independence caused by
vision loss may lead to a feeling of “isolation, depression, and poorer social
relationships” (NCHS, 2001, p. 1). “Visual impairment increases the risk of falls and
fractures, making it more likely that an older person will be admitted to a hospital or
nursing home, be disabled, or die prematurely” (NCHS, 2001, p. 2).

Over the next decade, $190 billion is proposed by the federal government to
“modernize” Medicare (AARP, 2001). In January 2002, Medicare began covering
dilated eye examinations to help detect glaucoma in high-risk groups (The Glaucoma
Foundation, 2002). Early detection and treatment of glaucoma “could improve the
quality of life for older people and decrease the level of disability” (NCHS, 2001, p. 7)
for those with vision loss.

Therefore, continued efforts to diagnose and manage glaucoma are important in
the continued quality of life of older persons. Use of topical medications, such as

TRAVATAN?®, help preserve the sight of those with glaucoma due to maintenance of

IOP.
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Appendix A

IRB Approved Subject Informed Consent

ETUDY: Twalan ™
PROTOCOL ; O-01-34

STERLING IRB ID: 502 (AR 1094}
DATE UF iRE REVIEWY: M40
DATE REVIRFT): (17,

PARTICIPANT INFORMED CONSENT

STUDY TITLE: A Two-Waek, Upen Lebel Study of the IOP-Lowaring Efficacy avere
Twenty-Faur Hour Parlod of TRAYATAN™ 0.004% Dopad Onge Dally In
Pallanls with Dpan-Angla Glaucoma ar Ocular Hypartanalan
PROTOCOLNO.: {-01-24

STUDY DOCTOR:  Havey B. DuBher, M.O.

STUDY SITE: Claylan Eya Center Spakiing Eys Canar
100D Corporate Driva, Sulte 100 B2D South 8* Sires
Momow, A 30260 Griffin, Gia 30224
Bast Westem Haoliday Inn
380 Sanla Roea BIw3. 20D S. Baachylew Drive
Fl. Wallon Beach, FL 32548 Jakyll Igland, GA 31527

TELEPHONE: 770-B63-BBAY

SPONSOR: Alcan Reesanch, Lbd.

INTRDDUCTION?

The fulkowing infnrmalinn will drsseribe this research shicky sanrl your mik s a researeh parteipant.
Ynur rye dordor will answer any qucslions you may have abnul this Informen) Sovsertt Mons srd
about this sludy, This Consont Form may condnin words thaf ynu dn oot vodirstnd. Pleuse agk
yaur cye doctec { Invesligedor) or the study sieff to explain any words ot informafion Bhat vou dis nol
cleardy vndersland, You may take home an unsignod copy o this consent foom 5o G you will |
hnee Gisoe b think abowd and discuss this study with family or ricnds bete making your gecisin.

Yuur vye dnclor has idendified you as having sither oper-amle glaveoina or onukir by perlénsion
and has nviled you fo participete in kn experimantsl eye research study. Open-anyle glaucoma
te an eye disaasa that prosuces abnormally high fiuks pragssure In the eye, oalied high mtraocular
pressure or high IOP. [f untreatad, this hgh pressurs sventuslly cauees deineps to the eye and
can causa biindness. Oculer hypertension k an eya condiion in which the eys pressure Is
abnomnadly high, and is & risk factor hr he developinent of glaucome. Treakment for bath open-
angle plaucama and acular hyperienaion Ig alimed at lowsrlng the eya pressura. Many glaucoma
or ccufar hyperteaslon patlents cen contral their high eye preasuras with a drug placed indo 6w oyes
in $he form of eye dropa. ‘Thare are saveral drugs approved by the Unitad Btatea Food and Drug
Administration {F DA) and prascribed by doctors e rast glaucema or oculsr fr ensicn. The dug
usad in this study, IRAVATAN, J& approved by 1he FUA tor the frestmant of thase pye conditions.

" The purasa af this rapaarch study s 1o detenmine tha sye prasaure fowenng ability of TRAYATAN
avar & avanty-four hour peifud. Your docbar will aliow you to pesiicipata in this reseerch shudy If you

are an asuit patlant st le:as 18 yeors 0 2ms you inéel olher crilaria that your doctorwill sxpiain
to yaa. 1 you ane cligible atvl you e n par(ieipah; in (his Shaidy, ynu will be assignes 1o the

Page vof 7 l'aricipant's initlale_ ., ____
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ETUOY: Travalan™

PROTOCOL: &-01.24

STCRLING 158 10: 1532 (AR 10)14)
DATE OF A AFVIEW, D0/1401
DWTE REVISED: OrAXIN) .

study drup, 'RAVATAN. Yo willuso the assignes medication tue riach duy toc dwo weskae. You
will put ora drap of the rvedicine inbe aach ays b the aveniag 8iR:ND p.m. You will remain on the
study medication for lwo woeks. About 15 subjects will parlicipaie in fhis shudy.

In summary, your dociur Jas nsked you 10 ba (1 & aye resesrch sludy. The purpose of thie
resaarch la bo eludy the ability of TRAVATAN tolawer aye preasun; cuer a twenly-four haur geriod
n parlicipanis willy upen-single glaucoma or acular hypariension. You understand that ona o 1he
reguirenienls o be in this study is that you must be an adull pafient atleast 16 yaars of ape. Yo
tnderskung thal {here are ather raquiremenis Il youe oye doctor will axpiain 1o you.

PROCEDURES

Belore youdrraceepledinto this su:l#y. your dachor wil exisine: yon o make sure tha youars free
ot cartain Mlryyses, As m poasible parlidpantin live shixly, your docfor will ask you questlang end
yau will amitergny the following proceduras:

The firet visil, Srrcening Visit, will lake place at eithwr lhe Claytor Eya Center, or the Spalding Eye
Center. On your first wsil, the Scraaning Visil, your doclor will ask you to voluntemy eign :an
Intarmes Conserd document  Your docter will then agls you questiona end examing you as i
paesibke curxlxlale for the study. Yeur doclur will rccord yoar madics! history and, If yad dg not
have any mumeed o past madical conditkns ivsL will provant your participation, yaur dochir will
axaniine yiu. Your dector will measure your blxd pressuns Bnd pules aad will shack Your vision,
Yourdncinr will cxaming your ayes wilha icryseopa and measwra tha pragsures Ineke v inyey,
Your dutlor wil place droge WMo yow eyes ik will dilaie them and anable yaur Soclor lo exuzing
tha back il your pyes with 8 miciuscxp.  Your doctor wik perform a visual Jleld lest.

Al the Line of this Szreenling VIgil, yau will slop faking Bl of your cureent o sucwiis ey drops or

piis. | yor ars B famale andg yau are capable of having chiidren, v must i be preanant or ba

prnning o become pregnant during the sfudy. You must not be nuesing s hudy and you must ba

using; oftactiva birth 2ol ;s determrined by your dacter} al this line and continue using this birth

<onirel method throughant the study. You muat have agregnanry Irswilh nogative msulte betone
+ iha start of he etudy.

Appmximatedy one 1o four wooks zfar the Scraening Visil, you will hivve an 24 baur Elighility Vieh
w¥h seven exams al 8:00 3.m,, 12:00 g.m., 4:00 p.a., BOD pm., 12:00 a.m., 4:00 a.m., and 8:00
am, The 24 hour Eligibilily Visil wik 1aka placa at s hatel. Yow siydy doctor will armangs and pay
For all fransportaton, hulel pesommodatione and meals for you while you are participating inthe 24
hour Eligibliey Vietl. Al lhne st 8:00 8.m. exam, your docies will clock your vision, examing your
oyea with a mitrsione, and record your blood messyn: wxt pulse. Your dactor will meaaure your
eys preasunes al pll saven exam iues. Yuu mudgrslaned that tha preasuna Ineide your ye most
meal cerlain rgquircrnants bafons yow dinker will alloe you 1o continue in the study.

I you quakly for Ihe study, your dochor will give you 2 bolfle of sye medicine that you will use oo
aach day for lum weeks, You will not thiow sway any boftles of study medicine whan ey aie
amply ans you will bing all of your bollles with yny to cach doctor visit.

Vage 2 7 . Participante Inltlels _ ____
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¥ou will put one drop of medicine info each eye avery evening, at 8:00 p.m., far two waeks.
You will be raquired te visit your doctor at 2 Waaks, 2 Weeks +2 daye, and 2 Weeka +3 days, sfiar
you rccuiva the eye draps. Your atudy doctor will amange and pay tor 8il franepostalion, s
aecommoudilions and mesfa for you whila you ara partizipating In Lha 2 Waek study visil. The 2
Weak siudy visit will have exama at 8:0U p.m., 12:00 a.m., 4:00 4.m., 8:00 a.m., 1200 p.n., 4:D%
p.m., 8:00 p.m., {2:00 8.m., 4:UD a.m., and 8:00 a.m1. Af the first B:0D p.m. xdm, your dneloc sil
check your eye preasurea and adminietar tha nomwl avening ey drops. Also, you will relurn al
full, partial, snd amply bolties of your study medicing. Yaur ducfur will DIz summ yRur pyn posswes
a1 8ll remeiniag axam imas.

The 2 Week + 2 days and 2 Waek + 3 days vieits wil 1ake place at eilher tw Claylon Eye Ceplee
ot $he Bpalding Eye Center. The 2 Wesk +2 days and 2 Weeh +3 &ays visibs will haves g ¢xam
at B:00 am. Althe 2 Waak +2 days vishl, yor dursos will risssae e pressines in yoor gyos, At
fha 2 Waek +3 days vialt yeur docter will clienh your visinn, mxamine your syres with 2 mimsoopo,
meazure tha prasauras In your eyes, &ixd feond your bkind pressure anrd pulse. Your dogior will
place orops inta your Byes that will dilabe thanl ams enxble your dackoc 1o examing lhe back of vour
cycs with a microscope.  If you ara 8 1amals end are capable af havhyy cliliinn, you will have a
pregaancy besi dons.

Yeu may choose 1o stop particlpating In his yaeaarch sbudy al any fime dutng e sludy Ror any
reason, Your doctor mey BlSo deside thal yeu muet stop parlicipabing bisfons e end of the Liudy.
ITyou laava tha study aarly, your doctor will perisnmthe tests Ehat he woald nermaily pectogay at kue
enc of the study.

SAFEGUARDS:

You muat 18l your eye docine all aFynur gast and pesont medical conditions and allengles that yau
& Eware o1 and all drugs arxl metlicatinons that you am curently using. You will not participste
In thia atudy It you ave sllergii; lo any of the sludy medicalions or their componants. If yau wear
contact lengae, you hiuel renwwr your coadact knses while you ara putfing the stufy medlcation
8ye drope In your ayes anyd waif (ilfeca (15) minutes efer putting in the aye dropa befare yau re-
Inger! your kkagis, You will bring your glasses with you anthe siudy deys. Additionglly, you muszt
ool hive received (harapy with an inveatigetional drug withia tha last J0 days.

RISKS AND PRECAUTIONS:

Tie Lesls usisin Ehe oxaminations coulif cruse some dscomitit. The aye praesurs taet invoives
the placensal of ey drops containing & small smount of Iocal aneathetic Into e sys. Al k
impartan! hal ynu rin nok rub your eyes for M feast Rlleen (15) minutae after the drope are put In
the eye, since parlires or dust in the eya might scratch tia cornea and the numblag érop weuld
tampuradly mask the pain.  Minor abrasion 1o the carnesl aurface may raraly oseur when eye
pressure: i moasured.

The cye drops pul ditc your sya bo dilate the pupll ko tacitllate 3 Bedlar view af e ingide and 2Eack
ef fac cyc may cruse your vialon 10 be biarmed hise a lew hours snd miay alyn iuse you I be nigre;
sensitive 1o bright light untl the medication weas afl. Dufing Uhis e, you shouhl prolegh yunr
vyizs From bright light {i.6., wear eunglassse auldoore) snd you should ol e oe purfunn arty
hazsinus activity untl your vision returns 10 noaval.

Pas 3 vl 7 Participinl's inllals
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Thereis & Ak that your aye pressuras wil Incressa while you s on tha study. If at any 1ime your
doctor feels that your aye preasuret may andangsr your health, than yaur doctor will eak you bo
elop particloating In the stucdy.

Whan ueing the ludy eye drops, you might expeifenca slds effacte (advaras aventa).
SIDE EFFECTS WITH USE OF TRAVATAN

TRAVATAN hag been nepurled to cause changas to pigmaniad Useue (Irie of the aye). hass
changee may by peananent. TRAVATAN nay gradually changa eye sojor, Inaressing the amaunt
of brown pgnent n the Ine. The long-tenn eMects and tha consequencas ol-polential injury ta the
aya ara currsrily anknawn. The shangs in Irig calor ocoure siowly and may nct be noticashla for
maniha 1o several years. ’

In TRAVATAN 1he maal common side elfecl ubserved was oculsr hyperemis (Increased blood th
e ryr) it 35% o G0 of patienls. Side elen S5 eporkid at 5% b 10% Inchicsed decraeasd visus!
anily, mye diseymilod, sunsslion of soruelhing in the my, pain, ianl poailng (ivhing). Those
mparfed af 1% bs 4% includod, sbrormal vsion, blephaifis {inRammadinn nf the eyelids), Duereci
vision, rntaracf, crks, cnonjunclivifls {pinkeys), dry sye, pyn disarrer, flare (reddening ol skinaronnd
bhe myw), iris Siscoloradion, kerafilis (inflammation of the comeay, lid mangin crusling, phohyphohiy
(xensifivily Lo lighth, subennjunclival hemertiage (bleeding in the inembrane Disl sumguin)s fhe
eyRlid), inwd kanfing.

In dlinical masearch shadics worn side efioets ool rokales L Pie eye were reporied. Effacts raporiss
ol 1% k 5% wore acciisntal injury, angina pacioris (chesi pain), anxiely, arlhrilis, buck P,
bradycandia {slow herri beat), branchibis, cheat pain, cold syndroma, depression, dyspepsia (upsst
sfomach), gsstroimestinal dsordar, heacache, hyparcholesterclamia high cholastercl),
hypertensken (hiph blopd prageura), hypataneion Jaw blood pressure), Infactian, pair, prostrate
disorder, sinusltis, urinery fnoontinence {nablity 1o cantral urfnetlon), and wrinary reat Infection.

ETUDY COMPLICATIONS AND COMPENSATION 7O YOU:

Reimbursement for medical expenses that ara 8 diract rasul of an adverse event rasuliing from
your peeticipsdion in this study ks avallable from the Sponaor, Alcan Resaarch, Lid.

CO8TE TO YO

IF you Sgras to particate 4 the shurdy, dx: ndir)tions and Ihe sye care recalved duing your
partiaipaticn will be pald far by Alson Research, Lid. and will nat resull In any coed ta you. Yau or
YOl InBurance sompany will e regponsible for he charges ageodlzlad with all oiher madical cesa.
Thesiucy docior wil pay for all of your expenses aggociatad with the 24 hour Eligiblity vish and the

2Wesk visit. Yhis hcfudes all custs tof your lianspaitation, hotel accommodetions and sl mesls
whiks yous ane partielpaling i fhiese bwo visils,

Fape 4 AT Palicipante Initles @ ..
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COMPENSATION TO YOLU:

You will seosive payirntnl for prlicisestion in this aludy b cover yoor avel and parking expensas.
Yesu will be: pisind hur wech comipleled visit ($255.00 for Boraeing, $50.00 fur Gligility, and $100.00
for Wezek 2] or 3 Inlal compensalion <€ $175.00, 16 you do niloxwyseht all of e vigits, you will be
paaid For Bhe vigi€s compicterd.,

BENEFITS:

i you agree 1o false part in this study, il is possible thal you will el mpeive uny direel madical
benad. Ve hope the informatlan leamed from this study will bonefit olher palicn Ui with gleauxawrs
and ocular hyporiension inthe fuiure,

ALTERNATIVE TREATMENTS:

You da nol have ta parlicipale in lhis shixly to restive Lrsatmani tor your aonditian. Alernative
thevaples Tor the Insalmenl of plauxxad sod nular hyperdension are avallabla. 18 Inclucea
medicil (eye drops and pilli} and surgical {aser and intoncuar) ikgalments.  1Rather than
participaio in lhis study, you: may chooss fe bo treated wilh dicrnalive bxraping. Please lalk 1o
your cyo docior nbout thosa and other options.

WITHDRAWAL FROM THE STUDY:

Your decislon fo participate In this research study 15 voluntary. Il you refuse o paligipisle in
this shindy you wi naf incur panalty or loss of benafhis to which you are ofrweowise enfilud. Should
yiu dexinhe Jo parficiesbz and then later chooss to siop, your decision to sfop wil nef affect your
lenal dghts or tha quality of haaltf care thet you receive from yaur aye docter. If your sys doctor
foels fhat it is In your beat Mtesest to iop particlpating fn tha efudy, hen you mus! do &o
Immadiatefy. You may be reqoined 10wl a2 additional visil and exmninalions, (fany medical
condiilon davalope, your eye ikx:lhir irnsy chixwe fasinp thee e ol Ihe shady meadicing and provide
alisrnalive treatinent. Your ryr dardnr, e Institulivnal Review Dound, Regulalury Agencles, of
Alcon may 2lop your parbicipation in the shxly al sny lirne, wilh ar wilboul your censenl

Al tfa and of 1he etudy or It you stop particialing in Uhe slady belors campletion, your aye doctar
wil praecribe apprapriata trestman| for your eya candliion.

NEW FINDINGS:

Your ey doclur will infury you ¢f any significant now frdings il mey redaile @ ined iy el
your wilbrigiess: Lo conlimxe in fag shdy,

CONFIDENTIALITY:

Or. Dubliner and Alcon Research, L. will keepr yuur medical recaia frosn this study. Yous aye
doctar wik subnit Information frarn This shdy (o Asoon, ks ihe U.S. Food aid Drug Adminiziretion,
ang be the Inahtufiorial Review Board, Nalional Rogulalery Aulhorilies, sudilon, members of the
Inglitution:al Rivirw Boird, or reprosentatives o Alcon miry inspoct your sbudy rocurds ol o ny fime.
Results of ihe tudy may be rapories to any National Regulstary Agency and may bc used in

Page 5ol ¥ Paricipant's Initisla
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aclaniific publicalicis W presenlalions, but no gerscnal dataila will ba released. All persois will

access In yoyr prrsonal medical recorda wil kaep thiz Information confidential wilhin Lhe Gmits of

e w. lowever, bocauss of the nead 10 relassa hiormalnn i fwexe pewlies, absoluis

;x’mﬁdnnﬁidi%:nmol be guananiesd. By signing 1hia Informed coneseni you e aulhedzing access
your records.

QUESTIONS

You Ak ko rely un yeor ey doctor for information regarding the nature ans purpees of this reseanch
shxly axl Ihe: jxussiliilily of complicatons &nd altamative thereplas. Your eye docsor Wil give you
sulficienl nppodunity and ime te discuas this Mfannation. It yoss hawve any yuestions nehsled b thiy
sfudy oc f you experience any affacts of Injury dirlay you' parthuipation i His resegrch sbudy,
pleasa conlact Dr. DuBlner or hig elalf a1 (770) 98R-BRAS.

If vou have any queations about this reseanth nr your righls i n resea ch subiosd, wou may coatact
Cir. Sally P. Green, Chalrman af Blendilg Instilulinnisl Review Mpard ad {770) 680-9491,

Di; nol sign this coasent farm Lnless you have had a chahoe Lo ask questivig o have recgived
salisilory answers 10 all of your queatane.

You wil receive B signed and dated cogy of this saneent farm.

Pagebol ¢ Paricipant's Initials
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PARTICIPANT'S CONSENT:

| have read or had mad 10 me ang L usershagl Yu: infomedion proviged in Wis wonsent lgem.
Uhive eeveived, answers bo all of my queslions,

| resly dacida 1o panlicipate In this resaarch study.

| authorize e release of my medicrl records ¢p Naticnel Ragulatary Authorities, Rudliors, members
of the Inslitutianal Review Board, or representatives of Alcon.

By xigning (hiss cnnsenf inem | have nol waivnd any of fhe Ingnlrghls which | nlher wise wonld hiswe
as & subject in o research study.

Sinature of Paricipant Dsde
Riynalure nf Preson Fxplaining the Consend Datn
Bigneture of l’aﬁlﬂp;ns'l Legal Reprasenbalive Ol
{it roquirad)

Signaiure of Wiinesa (If required) Dighs
Poge 7 of 7
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TRAVATAN
(travoprost mllaslgﬁilee solution) 0.004%

DESCRIPTON
Travoprant 18 2 synihefic prosiaglends Fy, stoRe hmmnww B AAIAGH-2.5- swdrony 2 {1 EIR- 3 aydrary 4.
triftuoro-nichybony]- 1-buteryficyciapentyl]-S-heptencate. ® has o molecidy finla awmu.mmdmum e
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e M):
Q\/\i/\oli lCF
HO OH
m—lmm“h‘ﬁmﬂmnmmmmmmu . 10 water.
TRAVATAN® Qphinaioic Solution 0.004% i suppiied & stere, bulflerod anuecus sokulion of wih a pit ol natedy 8.0 and an osrsokaity of
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mm
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m-w . nie bis ee acid. Systesmically, travoprost tree

acit i motaboilesd © incties motitolites via munmmmumntmmlutmmum
of the 15-hydregftmaily, 45 well a8 via reduction of e 12,14 double bond.

Eacestion: Eicfingion of Yevopros Tros Aok om human ghesma ts rapisl. PRsnsa lovels are biiows e it of quaritation (< 1D pg/mi sithin o hour
Tolaving oceler bstilaBion,

Chnionl Shudias
hm“”‘ o i o ocik ¢ ol 25 - 27 by who ware et wilth TRAMIAN®
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TRAATAN® Opbihwimic Sekubion stoukd not e wing
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7k e Wty women during pregRIncy of by womes allenging b decams pregrant

Ashuy b bchaling 1 devo i i  4n o, R da 90t owe whhor i drug or
metaniiteg ara d i huyoum o, Hocw g il casshon afgait) b carvised whan TRAVNVIAN® is ariminisiond ta
A nurying adeen.
Pediatric Bse )
Saloty und Wi ediz ot bas
Gariatrig tise:
K ovpepll diferences in salaty o eflaciivenass have beoa aboorvid bedwsen sidedy and other adUll patients.
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DOSAGE AND ADMINISTRATION
mwmumm-ummmnmm The dasage of TRAVATAN® shauid ot extmod ance-ally tince it has
Doan shown at mixe Faqent adminkalation may dectesss B INanCOtsr ressie kwsrsyg sttect

. A presmuce slarta 2 ahor o e maudemum elfoct is seached after 12 howrs.

muumm‘-mwmqmbwmm o o Than vg Wpicet aphthaime: dnug
o belng used, i drugs should be adinkniviered at basat five (3) mintes sput.

BOW SUPPLIED

TRARD® (haunprost opbiiudmic schidiong O 004% 1 ¢ siarie, instanic, buffesad, prawerved, ausous aoen of § svoprast .04 mg/yal) supglisd
Aron's oval DROP- TABER® package syslem inside 3 seabed foll pouch

TRUATAN® i suppliod 0 a 218 e, sok/Bon 1 2 9.5 ml. reteral priypopyiens depenser botllo wilh 3 antoral palyprupyions drappes 19 and 8 loruone
‘polypropyiens svercap. Tamper svidence is provided wilh 8 stk band around B ches and neck arew of the packngs.
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