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Purpose: The objective of the study was to review diurnal lOP control and its impact on 

sight preservation. 

Methods: This is a retrospective study used in patients with elevated lOP. Patient lOPs 

were measured every 4 hours over a 24-hour period. Qualified patients provided open­

label TRAVAT~ to dose once a day for 2 weeks. Following 2 weeks of dosing, lOP 

measurements were taken every 4 hours for 36 hours. Additional lOP measurements 

~, were taken at 60 and 84 hours after the last dose of TRA V ATA~. 

Results: The lOP changes from baseline were statistically significant (p:s;O.OOOI) at all 

time points out to 36 hours. Even without additional dosing, substantial lOP reductions 

(6 mm Hg) were maintained out to 84 hours. 

Conclusions: Use ofTRA VAT~ may have less impact on lOP maintenance due to 

non-compliance and missed doses. This could help prevent glaucomatous loss and 

preserve sight. 
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Background of Glaucoma 

CHAPTER I 

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 not 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 (lOP), and optic nerve head cupping (Shields, 1997 & K.alluar, 

2001). 

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

Lichter (1984, p. 18) indicates that the "prevalence of glaucoma goes up with each 
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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) (Mufioz, 2000). The Baltimore Eye Survey showed that 

"blacks had higher rates ofPOAG [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 CLCJA region on chromosome 1 and is the 

MYOCITIGR (Budde, 2000 & Stone, 1997). Stone's study "suggests that mutations in 

CLCJA 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 
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and treatment important to protect your sight" {NEl, 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 lOP 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 lOP 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 ofPOAG 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 (lUIS), which includes the National Eye Institute (NEI) and 

National Institutes of Health (Nlll). 
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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 lOP. However, the cost is prohibitive to some 

patients and the cost is expected to rise. The total drug expenditures in 1996 were 62 

billion ofwhich $3.18 billion were ophthalmic drug sales. It was estimated that by 1997, 

$1 billion will be spent only on glaucoma medications (Void, 2000). 

However, with the use of medical therapy to reduce and maintain low lOP, the 

cost has to include the price of the medication, additional physician visits, and potential 

side-effects of the medication. Newly developed medications are more effective, better 
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tolerated, and better dosing regimen (Fiscella, 1999). These factors can influence patient 

compliance with the medication, thus impact lOP maintenance. 

Health-care professionals {e.g., ophthalmologists) use lOP measurements as an 

indicator for glaucoma management. "There is a defmite causal relationship between the 

level of lOP 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 lOP 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 lOP for individual patients (Mao, 1991). 

lOP 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, lOP must be measured periodically through a 24-hour 

cycle. The peak diurnal variation may occur at anytime; however, the usual peak time 

occurs between 6:00a.m. and 8:00a.m. {Phelps, 1974). 

Glaucoma diagnosis and management may be affected by lOP, which should be 

measured at various times throughout the day {David, 1992). A single lOP measurement 

does not provide adequate information on lOP range and variability {Wilensky, 1993). 

Therefore, lOP must be measured throughout the day to assess an individual patients 

target pressure {Asrani, 2000). 

Treatment is focused on lowering lOP as there is not a treatment available for 

optic neuropathy {Alward, 1998). The first choice of most health-care professionals in 

lowering lOP is a nonselective beta-adrenergic blocking agents such as TIMOPTIC® 
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(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 TIM OPTIC® 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, 

TRA VAT~ (travoprost ophthalmic solution, 0.004%), that was approved in March 

2001 by the US Food and Drug Administration (FDA). The use ofTRA VAT AN® over 

a 24-hour diurnal cycle may help maintain target lOP and thus protect sight. 

In summary, elevated lOP is an indicator of optic nerve head damage and visual 

,field loss, which can lead to blindness. lOP reduction and lOP 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). 
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Clinical Trials 

CHAPTER II 

METHODOLOGY 

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 

ill. 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 N studies (or post-marketing trials). These studies are used to 

help position the product on the market against the competition (CenterWatch, n.d.). 
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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 
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• 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 Phase IV study to help position 

TRA VAT~ in the market. The TRA VAT~ package insert, which was approved 

,by-the 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/ichl bis.html respectively. 

Study Design 

This is a research trial of TRA VAT~ {Travoprost Ophthalmic Solution 

0.004%) used in patients with elevated intraocular pressure (lOP) conducted by the 
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Clayton Eye Center of Morrow, GA. Alcon Research, Ltd. sponsored the study. The 

objective of the study was to review diurnal intraocular pressure (lOP) control and its 

impact on sight preservation. 

The study conducted by Alcon Research, Ltd. used commercial open-label 

TRA VAT~ without a comparison group. Subjects dosed once daily for two weeks at 

8 p.m. in each eye. lOP 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 lOP. A one-way analysis of variance was used 

to test the significance of mean change from baseline in lOP. Demographics were 

,pollected 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 lOP 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 lOPs 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 TRA VAT~ and were instructed to instill one drop into each eye once daily 

,i:it 8 p.m. The subjects returned in two weeks for the next study visit. 

During the Week 2 Visit, subjects had lOP 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 

TRAVAT~. 
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Study Results 

CHAPTER ill 

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 TRA VAT~ 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 

:yvas predominantly white females. 
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The baseline lOP measurements (with standard deviations) are given in Table 2 

for all time points. The 8 a.m. and 12 p.m. (noon) lOP 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. lOP measurement averaged 26.5 (± 2.22) and the 12 p.m. lOP measurement 

averaged 24.4 (± 2.60). 

The on-therapy lOP 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 lOP measurements are calculated from the baseline 

lOP and the on-therapy lOP measurements. Twelve hours after the last dose of 

TRA VAT~ (8 a.m.), the lOP had the greatest change of -11.2 (± 2. 79) mm Hg. Also, 

,TRA VA TAN maintained lower lOP out to eighty-four hours after the last dose [-6.6 (± 

3.53) mm Hg]. Figure 1 gives a graphic representation of the mean lOP change from 

baseline. 

Table 2 
Baseline lOP Measurements 

Time point lOP Standard 
deviation 

8a.m. 26.4 2.22 
12p.m. 24.4 2.60 
(noon) 
4p.m. 22.7 3.89 
8p.m. 21.4 2.20 
12 a.m. 19.6 2.54 
(midnight) 
4a.m. 21.6 2.46 
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Table 3 
Week 2, Week 2 + 2 Days, & Week 2 + 3 Days lOP 

Measurements 
Time point Hour post- lOP Standard 

dose deviation 
·8p.m. 0 13.2 2.72 
12 a.m. 4 15.3 3.45 
(midnight) 
4a.m. 8 16.5 4.88 
8a.m. 12 14.8 3.62 
12p.m. 16 13.9 3.91 
(noon) 
4p.m. 20 13.0 2.61 
8p.m. 24 12.9 2.72 
12a.m. 28 13.2 3.69 
(midnight) 
4a.m. 32 17.1 4.43 
8a.m. 36 16.0 2.76 
8a.m. 60 19.0 4.49 
8a.m. 84 19.4 4.47 

~· 

0 

Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour Hour 
-2 

-4 

mmHg -6 

-8 

-10 

-12 

lOP Post-Dose Time Points 

Figure 1 
lOP 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 lOP measurement. 

Based upon these calculations it was determined that TRA VAT~ significantly 

lowered mean lOP at all time points (p~0.0001) when measured over a thirty-six hour 

period after dosing (mean lOPs ~ 17.1 mm Hg). The diurnally adjusted lOP changes 

from baseline were statistically significant (p ~ 0.0001) at all time points through thirty­

six hours following the last dose ofTRA VAT~. Also, substantial lOP 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 

'TRA V ATA~ on lOP control. 
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Summary 

CHAPTERN 

CONCLUSIONS 

"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 ofiOP 

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 ofthe 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, 

TRA VAT~. TRA VAT~ lowered lOP significantly at all time points out to thirty­

six hours after the last dose (p ::s; 0.0001). Even without additional dosing TRA VT~ 

maintained substantial lOP reductions out to eighty-four hours (6 mm Hg). 

The results from the study suggest that patients who use TRA VAT~ may have 

less impact on lOP maintenance due to non-compliance and missed doses. This would 

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

TRA VAT~. help preserve the sight of those with glaucoma due to maintenance of 

lOP. 

18 



Appendix A 

IRB Approved Subject Informed Consent 

I>TUDY:Tr.w~ 10 

f>RQTOr..Q.; C.U1·:M 
~TI:nt.NG IRB ID: r,w (K( 10111) 
WII'E OF lfS AEYI&W. 111&'1~, 
D~T£ RE.Wim: t17,!lM!1 

PARTICIPANT INFORMED CONSENT 

SruDY TITLE: A Two-Week.. Cpll\ Label S1udy ol tM IOP-l..c~Wring Efficacy oyer a 
1\Yanly·Four Hour Par1oc:l o1'1'HAVATAN111 Q.~% Doeed Onae Dally In 
Paaanl8 !Mth Opan·Angla Glaucon1a or Ocular Hypar1Bn11on 

Pfii:OTOCO\. NO.: 001·24· 

STUD'( OOCTO.R! Ht1Y6)1 B. DuS.h!f, M.D: 

STUDYSI1E: 

TELEPHOftE: 

a:PONSO.R: 

INTRDOOCTlOtl~ 

ClayJon J:ya Cenw 
1000 Corporate Orlva, Sutt•100 
Mcln'aw, t:VI. 3021i0 

BastWI!~~m 
380 sar.la Roo:. Bl~. 
f'l. W3lh.m Blii3Ch, fL 3~8 

770-1168·8188 

AIW1l R-eMSfUh, Llll. 

SpaJdl'ng E~ Cantar 
g~o £oo1h a"' &1rH1 
Grlll'in. GA a112.2..c 

Holiday Inn 
2DD S. BUct!VIew Dr1.,.. 
Jekyll Island, GA J15:tT 

Thr. fl~llclwi'1J infmmodinnwilll:l~ lhi!; l"e~l'!:tr<:h ~h11ly •~nrl ~111" Milt ~~~ a t1!.4&areh p.~111UI(l8nt. 
Y.,m .,~ <.lnr.:t.:~r Mll ;m:;wcr anr Quc~1iOM YIXII"'\ilY ht~Yc ;~l:mvl tl1i!! lrll'<lmlll:11 Co1.:;mlt r en,, llrn3 
abcvtfti."i ~J!N)o. this CQI'IIQO( Form I"NNY<:Onlilin'WordG bl.t ~m(iQ tiUt uMI:r~t.vrlal. Plrlu~q (l;l 
)'Qtl"c~ dD~;tiX'(IP.vc:;lialllor)q11nstudvs11llflfll9xPiain 01nyword:; oria~tll\ltyou dn rot 
<;I~ u~r.;I.'T!d. You may milo hcmlan unsinnod 09Pi o41hii con:;l;f1f Ccxm \iQ t11.."1f )'01.1 will . 
hll~ Ciltle w lhink ubou.t DAd di&CUI1hi5 litudv wilh fani~ or rricndls !Jcfrm:: rMkirl!l yt:~~.~r dcr;;~ii)IL. 

YIJut I. 'YO dm:lut hil~ identified 'f"l'oo • h;wing 8ilher QPQI·;~nul., !IJiN.<;UIIIOJ rJr cr;uW t~I)C:!r~l'l~ian 
and hit& ilviled )'QIJ 1o par11dpale i'lan a:cpaimant.ll• rv:&Arth ~· O~a~ltl ~Jauc;onw 
18 an •ye dlaaaaa fll.1 pr~>m~c• abnormally ~ ftuld pr•aan In the.,., Dilled higb incraDQIJar 
pranurv a hglt lOP. tt LJnlreSia[J, 1hll lllgh tn••ur• twniUaiJV ~· ~ ~ 1h111 •lnd 
CllJI cau• bllndleae. Ocu11r l~rlltllSIOtl Ia •n 8)1'1 oondiiOn In wht:h 1ha WJI pre1&U1'8 Is 
abnolllldy high, and 11 a rllk JIKAOr l\ll'11~ dt'lliL'IOplnw of iiiiiiOOI'IB. Trulm8nt ror 1»11\ open· 
angle O)luoam~ and oaJiar hypertenelon 11 IUI'88tl at lcw•lllg 1he 11)'8 pre&~ n1. 1\Uny gl•ucom• 
or ccul¥hyperteaem patMnt1 C&I\Qlllt.IOI1hlllirh~l.,a pru~>~n~> ...t1h a dft~iJ pl•c.ed into heyiS 
in the form of eye dropa. 'l11er• ar. MWI'81 dn.ga appiQYid by U.llnllld 6Ca1N FII'Cld ud Onlg 
Adruini.slrattln lf llA) 8l'd P'•ICllbed bydoc&ont 101ra8lQI8Ucomll or ocular h)'JIIItlriMJn. Tk ti'\lg 
Ul&d in lflie 111Jdy, IHAVM'AN. Jl apprc!Md by1h6 1-UA ta 1h8 1nMirl•nt of tfofie i¥t co~. 

Tha pu~ oftlllareeaardlltlldyl810 deW!l11'M11h8 fll/8 pi888UI'efoweling abilyofTRA\IAlAN 
!MII'ItM81\1y·tourhaUrJ»>Od. 'f6Wdcdl'lr WIJI;JIIoWfdl.l 10 pltletp- tn1hJI rNellliC:helldylf)I'CIU 
era 31l aclllt p.11WII .lt!«l:et t 1~ ~llrt 0( ;J~a~; :)(II' JOU II~Oilef 4rll8rlall.r ~ dclc*r64ll MpiBin 
k) ~a. n YfMJ •e <:ligiiJic aM. )'Oll ol!JI'I.~ ~ p;jr(ic:~>31r, i.A (llilf !W!Jy, )IOU will be asslgne6 to tJie 

l'arldpar61nld&lll_ . . , 
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:;tudydfUO, PHAVATAN. Y~vwHI\ISD1hG llolilgne6 m8CIIa.1l:tl L~1~:tt Hltl;h dol!l6ilc' two weeki. Vau 
wiU PU1 DIM Clrop "'tblft n~ldnG iniKHIIch ey& In the 8V&I\Ml)l'II.'R:OD p.rn. YQU wllrwi'1Niih on lhlt 
IIUdy medlcatkltl I'Dt L'AV V4t:Ckl>. Alxlut 1 b IUbjecta Mil pdrlic:IJlo'ltlt ir1 fiV$ A.ltly. 

In 6Urrmlllry, )'016 dockll" )u:r.J 111'-d ~u to bern a·~ M~tt*'<;h ~~oludy. The llUrpDIIe at 1111e 
rewarch IIID 81Udy11le al:ili(y of TRAY AT AN 'H)Iewar •ll8 prtQ!Iun~ cl'llt'f .:~ fwi!ln~.folll'haur ,ertoll' 
tJ par11dpams will• uver•·Oifllllll SJIIuccma aracuJar h~ane.\r,il~"· \'ou undGIG1Dnd lhat cna at 11'16 
reqllt'lb\lamls lu b~ in lhilli &IUdyralflatyou muat bill 811 ~dull Pilflcnt atiGolllliot ta ~a ... ef ·~· vw 
• u nitlrNiolllcJ lhi\l 1hn are ather rtqulren\eDis lll;-1 Y\1Ut ~., doQgr" will explain to ~· 

PROCEDURES 

~toro& ~u l'lr~t;~eplcd infD 1hi1 t.1u6y, your ~o~ll)r wlln~e;tn•i•m )'QII frJ maklllliUre thRI you are we 
otctrtakl ftlrum;Qt;, A:;, A poalible pa111ajldnliflll\1t tch.dy, )'QIJrliol:tor\'4ille6k ~ quelltbne Ml~ 
you ~II an.tr.rgrJ ~ l'oiii:Mii'Q procedUNe: 

The11rat W:il• $r.11:cni~ Vi1it, Will take j:llao. ~t eitl~tr lbe Cl~:~yCcm eye Cei!Cer, Dr the Spalding l!:y6! 
Cen4er. 01l yl)ur 6rsf Yillii1,1fle 6'creenlng Vi."lil, YQW dnclor willaak ~u 1)1) volur.tan'fy ~\ ;-n 
lnJorn\e£1 Cl)m;r,nt document. Your docb' will ltu;,n .-.~I.e; ~u quNtkne and 8lGII11inllil )'CCI •• 11 

pa~lbll= <:;ancliocl;~fQ for 1he &1udy. Your doclllr will rc.::ord yi:Kir medical hllltOIY aJid. rr yoa dO •Y.ll 
haw an,r •:uiTI:(I,(' « pillt maCIICII CDIICII£kln$ 11\o>l will p~YGnt yDur parttclpallon, )'OUr dor.l~r 'Will 
emllllnl! , •• u. Your dcc1or will measull! ~I" 1)1~ prv$&Ure and pulse Mel wm 4h~~Ck 'j(NI" 'Oir.iQQ, 
Voul'doclnr wi~ ~llilmln• )'OOr ay•s 'AIIIIl• lni•:n,.,;rJQP" and mBULN lhallN81UrMinctlllil ~1r1 n11~u. 
Your~ul:la-wil J"'lilt:e dr<ll)e nro ~UI 111!11:11 lh.••f will dila1P1h8m lind enable your doCIOr Ill ltKIJirli~ 
1118 llBilk 1~r )'tiW oYN Wilh a 11\ICiliRL'lclfltl. y.,~r d01;fDr wir perfDrm 8 YIIUalll•kl lest. 

A11ll~ lii•'IC' of lhi1 Screenfng Vl~il, ~··~ will~~o1op tilkill) Rll of ~r curFerlt 9•ucxwu~A •:~ drops Q" 

j)D6i. K !lOll ilrG a famale and ~~~~~~ ollrP, r.a.pable of haYhg c~ren, )CIIt 111usluul ll'e Jlf'<.'!Jf'litlf or be 
pl,r•nii"Q to bec:Dme ptegn&l'l1 durirQ1hG stwy. You mullt n1>1 ~ n••~lng ~~ b~ ilnd you mm;t be 
u~o~lft!t ul't.oliva bll1h ~oi\1MI (:•• do~m'ined by your doc:ta-} ~llhi!l li1M mtf r,.UWe ~"'ingl chf• birth 
c:•~•llrol meltlod1hrougtumlltto Jtudv. You ml.8thave apregn.1rlr.)' lr:$1.wlltl nogative M&liiCt betclre · t.,. start of 1\eltucly. 

AI'Pmiml~ one to faiJtwOGb dartbe Sc!Hnlng \4sll. ~l)v wiD have nn 2-4 baur Eli;.bllity V,leb 
wl.h sewn exams al 8.'00 ; ... m •• t 2:00 p.m., 'I :au p.ll~ .• 8:00 11.rn .• t2·.00 a.m., ... :00 R.m .• and 8:01,) 
n m. The 24 holtr eJiyibDilyV.:sil wiltaka place at.t betel . V~1N ~:lvr.ly~r~ll arrnn;-e and pay 
mr ::~~II tran&portalll:ln, lluLIII ;x:QOO'Imod&tlone anCI meals ror YJ)LI wbill:: ~u o.rc purtioipatirQ in the i..~ 
hour Eligiblfty\118n. Alltu• ftr.5ti:OO a.m. e~a~m , )IDOrdOcJj)t will col~ your Yi&kHI. eurnine 110ur 
O)IGI wllfl a nllt.n:e~rq•CI, and 18Cord 'Jfi4K biOO<I~J~I!IL'SUfl# urdpulse. Vour daoiOrwlll meaaur& YQur 
s,e p1'8!lilllm!l ~ ~;~II MYin exam 11\~. VuUIJIUje~'*lilncl fhat thl preuur'e ~ )'CUr 6)* I'Aa!ll 
11\811 oerllain I"CQ\\if«nnntl HfCI~ l'UUI Lh:"ll will i!IIIHI )'00 1o CDI~DU& In lhe lll.ldlf. 

If )'Oil quat~ fqr ltw s\ldy, your t.I04bll" wll uiom )'CMI 4 bolf'-of eye medldnelhat you VAll LISw 1)1~ 
each day tor lwr• ~ell:;. Yw wll not 11\rc,. I'IWIII)' my h~Jftl8s of ellldy medbiM wJI.n hey ~~~~ 
amply 81'16 Yl)LI wi1 blinn all of }'DIIr IJG!IIea with ~u (Q each docllor Yilit. 

PlrfJcipant's lnltlall_ ,_ ··-· ··----
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~Lf will P"hmg dr~p ofmedi&ln• info ea~:b ep evel)' evening, ilt I ;QO p.m .• fortwowaeu. 
You will be- raqulrecl b vllit ycur do.:liar at 2 Weak•. 2 WNka -+2 day., and 2 WINkl t-3 d.yt, ~tl'lfl' 
YOU rccoiw 1he eve aopL Your 81Udy dDct« Mil arrange and pay ter all1ranlpoi(&IIQI), l'lll41!1 
1.ocommodR1ioro and melfa for you MIRa you ara partlclp41tlf'4 In lh8 2 WMIC &ltld1" Yllall. llht 2 
WCGk study Yi'H 'Mll ha'f'l txaml at ~:au p.llt, 12:00 a.m., 4:00 • .m., a:oo .& .m., 12~ p. nl., 4:00 
1un.. 8:00 p.m., f2:00 a.1n •• 4 :uo a.m., 8'1d a:oo 3.tn. JoJ lth~ 1irst 3 :DD P·~'~' · e•Qtn. ~NI'I~ ~~ 
check }'DIIr tryB preaauru and admlnlltar 1tla nam'lll w•nii'IQ ~~ tJr<>l)ll). AIC(l. ~u will ~lurt\ ill 
full, par1tal, and ampJ¥ boltles ct yoantUily me<.Jiclna. Your du.:tlll' .til Dla;~s;um y.,..,, r.yr, ~GGI&'CG 
a1 an remalrl11g exam 11mee. · 

Tl» 2 W89\ -+ 2 day5 1nd 2 Weak t- 3 days 'llelts w111a~-e pia~ .-t t:iUllll' (I'll! Clls!ll.on i:."!' Cci~<IC 
oc~t. Spalding Eye Cllfi!Br. Th& 2 Week -+2 dllyg arid 2W~l t3 ooy!l visib Ml!l'&l-..ln-= ~ll;lrn 
af 8:00 iJ..m. A11ha 2 Weak 'f1 days Vlan, ytoLr ch.:u~b' wihr11S1t11.re n ~~~ JJI~'I!Inmll i11 y1>11r <:~$. Al 
thl2 Week -+3 dap vJalt your doorot WII rlllt!Eil ~aur Villim\, P.Xnmint'! ~ lr .,~$ wilh .. mmiQQPG, 
ITIOGIUR the pn188UI88 In your 6)'1&, fl1'd hl<li>N y~>u r bklnd flni:<.IIIJr~ ;,nrl JlUIIIoft, Vn1u rt~.,r oWJ 
pllillllO dJO(J81MbJ ~ ~ellh8l Will dllal.e ~Mill and f!rllfl~ll! ~QIJniiJ~ ~ ~lliilmin~ lh~ b.U Q(your 
eye:; wilh a mia-oi!OC'JI8. If you are s 1an1a1e and <lite c.&~blt or lla~b'!J •~Iii''"'''· yl)u will b.,.,., a 
pro~~~Jancv 18s1 dona. 

Yo11 m•"1( dlooH 10 stxJp pamclpatlng In 1hla ruaarcn lllldy aL any 1Im"- dll:ltng Ullli&ILJdr fUr al'ly 
reason. Vour 4octlll' mR)' allo decide 1hsl you mue{ •tot:~ parllctpall'lg b~ona a... e-~d .sr ti'IP. ~ludy. 
If you laawlheltudvearly, yourdOOIXlr'NIII ~.nonnttv! llHI!I t~11Y.I"'(IILI I'CIIt'll~ll'fpe(((lro~;iitll~ 
e~ or thullldf. 

SAFEGUARDS: 

VOJ mutt tell ~t e~!l•ic'x:lnr ;~II afyl)vr SJillit ~d proG«J( m&diGil waditicn• .md allirglnlhat )IOU 
ar• BW81a 01 and llU di'UIJ!I ••rarl mPIIJICiil'liiJ'l$ 1haf )'QU all!! r.un-enft, u&lfv. VDU v.tll ro1 parddpRLe 
In thla 81Udy It ~u 1!11'1! .11llr.ruic lo •Ulr of 1hc $ludy modlca1kn& cr 1heir compona11tl. It you wear 
contact lenau. you nKI~I R!n'IQ'IIr, )'Our <;~~:>cdo.c::t bl~e:o YAlilo you aro putling the 81udy medlcalfon 
.wJe dr<)pe In )'CCJ•' 61'!!1:: ~md WOiif filtoca (16) minufwa:; D«ar p.~tling In the eya drope bmre you re· 
1naer1 ~ur le~'G. You wiH br~ yo~.rgla~IG will )'OU on1tla 81Lid)' llayt. Add!Donaltj, ycu m.JII 
n(l~ hiio~e rccciYCd fharBpy wilh an mYISifgallonal ~ Will\~ 1hala81 J(J do&ye. 

RISQ AMlJ PAE~AUllONS: 

Tilt! Lnls U!l;l!d in fh<: 1Jl1Nnbatlon5 cowlS cauee 8DDl8dec:Dmltlrt. Th•ey• prenur8118811nYiliVII 
the plai.~JI .. III '" P!fl'; drup& Ciemtillning & &'Nil amount Of IOC81 &llealhelrC lmo Die eyB. f1 Ia 
lmportanl Dlltl yn11 rtn nQt rut> Yl'l.lr eo,w kr lllleut a.en (15) mlnulae after t~6 d~Q~M~ •• put In 
the 6)'11, ~ll'lr.~t f1;11rlirh~5 tor dusf in 1he eye mlghl5aalch lt1e oornea alliS tile numbing drop would 
t.en'flur&dly I'IIOI:Sk fM pain. Winor abra&D11D 1he oatnell eurfac6 RlaV rwraly ~cur \ttllll l!YI! 
Ptf!o!l~urP. ~ miDilSUI'~. 

The eye droP! pul i'I~D yDUJeya IK> dllat61ht- r>IIPfl ro 11lt.illllltl! .:1 l~lll!t vieW Ill he illAi&Jit ;11'1d lllll!k 
oflbc Cl/C muycaJeeyourvll10n1o be blcrnl!d r.~r• II!W l'lnUrlii'Jnd n•:ty ~., ~u:~~: Y941 II) b-= ntor~ 
:;r."-iitillc 10 brinhlligtl( unu tll6 medlcatJon we• Ill rur. Durill<j Lhis linw., )'I>•• !'liQuid pdr,r,;t yuur 
1.1'YI:" fmm brigh11Wlt ~·.8., wear IUI'IglaliiM OUidOI)rl) .tnd ,.UU ~hllultJ II()( NM! Ill' p"lftultl Wly 
h .. v.;udr11.1" a.cliviey Wllf your 'llllon r81Urna10 nMNI. 

hudu£7 PMtiCIPw~1·~ lnl•••·-------
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~ I Uf)'(: I r.:ao;~bn 111o 
PRurooa.: o.at.u 
&TERLIND IRB 10: tW(M t0t4J 
DA11i I')F' He l\EIJIF..wtftllf1~t 
ptJe ONSESI·tl?mp( 

lheretfo allek lflatyourayt~prelaureiWJIInatllawhll8you n on1helllurly. lfatlny11meyour 
doelar feel& 1hat ~ur eye prae•urea may and1nger )Wr beallfl, than your doolor Wl11 a11k you 10 
81op J)l~lpad!'Q In 1he 81ully. 

!Mlan u•ln;s dl8 slu~ e~ ~op~. you m~~t~t mtp81fenoa lllde ·~· (acWarlla &Wirlla). 

SIDE EFFECTS WITH USE DF lRAVATAN 

lRI\VATf\N h~ bMn Npurl.t!cJ 10 <'ll'lutllll <'J\."'ng•a to plgmanl8d U1au• (lrll ot Cte ·~J. rl'11116 
Ula•-.;ee rray b~ pi!IJrNo'lellt. TRAVATIIN n'd)'gredually change e.ye colt)r ,IP.CrNelr<J lhe aonount 
or br~Mn Jlig~Nnt \'1 the lrt~. 11la long-r.n'll '*"~'- and lha oct~eequencea o1.palerdlallnJUry to 'h• 
aye ara a.nr&rt11y onlcnoYm. n.e changa hlltlll colOr ocwr1 alowly and may not be noiiDIIItlle ,., 
monUlt 1o te'llel31 years. · 

lo TRo\VA.TAN 11le mo~1 OOil\Allll'l sh~• elr~lobserved wa~oaul•r hyperanla (lncrN&Id blood In 
Ill~ H!l~) i1\ 35% Ill ~f)% Elf l~~'•'i11111L, • .Sid., \'tlr"1 ~ 1111pi'lrLI!&13t 5'!(s D.l 1 D'll. II'&'IIIJCSeCI detl'I•N VlaUII 
m:uily, Hyw'! di!fi:IJI11frJrt, l$1711S~ti\\1l of 5UR~J:Ihii'IIJ hllht; Hy!';, r•;,iu, ;filii Jlllllihl" (ilrJllng). Th.l1"14!­
mpor1r.rt r~f 1% b .4% inr;IOO/Jd, ~rmilllli~. bliJI'hJrifl' (inf'l.,mm:..iinn nf lhl': 11~lid"). biLIIrll<l 
llil'oian, r:ntr~r.~r:f I r;r.:lk, <:l)njur¥:.1i'tib (pink•~ ), dry nyr,,IJ)'I) riisnrrlr.r I floln: (mdtitming l>f.'ikin lllmiiM 

ll11: .,yr.:), lri~disc1Jk•rill1it~n, hc:ra61i$ (lnftummation ofCM<:oowo(J, Ud tni¥'gln c:NsUng, pMh~1lho~ 
( !llln!lili~ I~ LQ lightJ.. .:l\lbc.,l'1iunc;tival hcmontioge- (bleedio!J in 1ho (n~br.e'~ l)•;,l ¥1-m:lu•"d• II 'lit 
e~lid). ;)J'Jd ltH)Ifl'oej. 

In dlnit."'IIIWI!.:It.:h !tl~•di~~ :xll'nc :;i,jo ~ct5 lWJl1'1:1;.tlP•$ k> ~III111Y61W.te Nportad. fnectl r~ortl6 
. roll 1~ k> 5% "WOn~ ~idln<al injury, •nginl paoloril {cbn1 peln), amwlv, arlhrM, bw:k l)llil:1, 
br4ild~aRiii1 {.row beart.beat), trondlib·a, dlaatpail'l, cald eyndrana, dePf8&iiion. d)'oPiPIIia (up&et 
&tO'Tlich~ ~nllatlnal G•m:rar, haec!edle. ~perchclelt8!alentl {high cholniii'Cll), 
hyper1en&lan (hlph bloo!S pr&lfure), n~n11on ~ow blood prae1ure~ lntactlon. pam, pmtrale 
d"ISOider, 5inU&I~. urinary fnoontlnenoa {lnabiiiiV 10 oanlnll urfnatlon), and l.ltnary 1rac:t mflclion. 

STUDY C:OMPUCATIONS ANC COM,ENS"'nOJll'O YOUl 

Rcimb~t 1or medical•pan&er. 1hat are a dln~CI ~ar.ult of an advBI\tO evant roiiUI8no frgn 
~1r pirlicipldion in lhie 81Udy IB a'I&Uebla frOillha Sponsor, Alcon Re1aarllh, L1d. 

COSTB TO YOU: 

If you ar~.~ea to par11Q\:131it'!- til ti'W! !ll\111f. ~'lc~ l'l'l¢tJir.;)l¢1l~ and lhe f1Ye ~1"6 recei'J8d Cl~ng your 
pai'Oalj)ltlan WUI b6 poiCI forb, AI~ Rl!i:l!llr.:tl. Lid. atac.I.Mil nell rMulllll M1Y C0£.1 to you. You or 
your rnaurance conlPIII)' 'MU~ rfli•p"n-.lbl$ ror Ullt therg~• aeeoclaladWIIh all o1n.-medical cllll. 

The ii1LIItj doctor wll pay fa all cl your expenaeauloclallld Wllh lhe 2-1 nour F:lTglblllly oAsb .nd the 
2 Week \llslt. )"hilt heludu all ootts t>r ~""' ll~to:s~U,Ion. llalel a~onu'llodlllllon• and 11f meal• 
w~ Yl'lf &N f)$1'tltlpannu ia•tl•~n 1., wisi Is. 

f'*~~nrr~ ~t~a\\v__ . ---·---
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SJUrW: Tr-1111,. 
I'FII)'U~.;uL: <: I) I ""' 
IITERLINB IRIIID( ~~ {AR 10141 
D.\ Tl! ~ 1M ftf.\4-. Mtl41'01 
Qe\lt RNOCQ· Q7.mft)1 

COMPEHSATIQN 10 YOU: 

You wiH H.OI'!i\111 p~~yrnltnl f<lr llo'lrUfis~•licrn irlltlill :ftkuf~ lo ....wer ~or 11'11~ and p.rklng 6Xpen•••· 
'f<)u will tlr. p~irf .... ~~>~:h !:Qitrpi~P.d "islt l$:l.S.OO for f$.:rrt~tlirrg... '-'!0.00 fur C:-tlgtlillty,llld $1 DD.OU 
for Week 2) fl)r t11 lr~I.,14;1)111P~IG\\tiol\ Q( '175-.00, I( y~v. d, 111~l r.x>II'I!Jietl~ ~U <>f lh-= vi:litt, yr1u will b~t 
paid rr..r Lire "i~i~:.; ccmllk:~d. 

IEIEiNEFITS: 

11 1'01.1 il!JWO ln ~ PiQ1 ill ltie roludy, ~ i~ pos~ibl• l'!ill ~ •ill l¥>l n~r.rilll.l om~ di~l madk::31 
b9rwCd. W• bopo d1e informallon learned fnm 1hi& ~1ud)o wiD bunelii olhar Pi.li~u b; wi<h ~l;,rr-.:ulfril 
illld. OCU~t' hypGI1Gn:iOO in 1he tLIIUN! , 

ALT~RNA 11V!; TREATUE 1fT'$: 

V<>u do nol lllll~ t4 parlh:iplllr. in lhi11 slrxly Co re~iw. lM!llM&I'\1 tor yoar condition. All8rMtllle 
U'rer,_pl~~ 'I'Qr ll'le l~lr'l'l~rll Qlt gl~w;IQ(n& ~cul Qr)Jltlr' h)IPerhm~ are t.vallable. 11111 lr.clu6te 
mcdici:il (cyl) drv~ illll.i rJill:;) and $Urgit\Jl (la~cr ;:ml.i i!'tf,ll)r~~·1'J lrP.alm41niS. l~31her lh3n 
l)llltiL'ipido in lhis study, you may choo1o fo bo l~ealcd wilh i:ilicrnaUIIl.l lh'II~Pir~c. Plfta"• lalll1o 
your cyo doe\Drllbout lhose and otbor oplion•. 

WITHDRAWAL FROM THE STUDY: 

Y~ur diK!•Ir:Jon lo Pilrtlci~Nta Ia tbl1 I'Mtarch stud~ 11 wluldary. 1r you n:ru,e l.ct ~~~·11~;1-1alt! ir • 
litis $11 uly :r-x~ wil~~nt ii\Cur ~~~lly a Ia&& or b&nefhli to whk;h )'OU are oawnti5~ ellfiUt'ld. f::l~lld 
ynu clr:•:irjr' it' r,..r&.c;~ ard then la18C dtOOM 110 ~p. your deasm ~ •1op wiii'IQ( atrec:;t your 
k:oal dahl& or lhe ~lily of heallfl cere lhat )'DU recl!i\le from your a~ doccor. If your eye d:x;tor 
fe~tls ht it ts. In your beet h1t61881 (X) 81op ~rt~lpattng (n 11'18 81udy, a1an )IOU mual do •o 
mnladllltflfi. V011may be reo.'jCiil'~~d 11) lnlrJ~n..ru ;Ill ;tddtic)rttl Wiil and p.).&rnir1Bii0ns. If any madlcal 
CDncf1lal diMIIopi, )'O<N f:,.l! rb:IIJf lfGIY r:hncll'llt tl) ~lnp lh11 U !1ft of lht': II b11fy lm!lficir»lllnd pi'D'Ade 
alternalf'l'& tre.tt1nent Vour ~~~ clnr:IDr, lhl'! ln.~tiiulir)n,,l Rl'!vif!w Daanf, Rr.guhtl~ ~ne.la••· or 
Alcon nuly 810p )'OCit pli1Xlillo'llicll'r in lh~ !loludy 111 Nrr liiTII!, wilh ur wilh11ul yrlur· ~lt.anL 

14t.lfle and of11'1elltudy or ltyoLI "C<lp pnr1t<:~;lliny il'l Ute slady ~1Dre COI~llon, your &yll doCIDr 
will pr.er:l1b8 app10pr1a1a treat1n111n I lor ~llut eye ll:lndlliOr\. 

NE.W FINDINGS: 

Your e~ Cb!lur· will iuftrrn~ ~rJU ~t iV'I!I' t;il]llii'ICW'Il nuw rU'rdiny\; lhod 11l'l)' ~rlr. (u w d llllolf ;,ITt!L:I 
~·· wiiiWry••~!S!I; lo c:unlinuc~ irr RIIJ $11Jdy, 

CONFIDENTIA.LITV: 

Or. ))ut:llner and Alcon f'li!SI!art..tr, Lid. will kl".r.Ft ~uur l"''ll'!died ~All'tUI r~n 11lla ltudy. Y 0111 eye 
dOctor Wli IUbmlt II\1DflnBiir:ln f~wu lhi$ !ArdJ (Q MQQH,Id ll'r. U .$. r1>t16 81'16 Drug MrnllllalriiiOII, 
and llo1J1e.tn:am.1111crl;ti RI:'Y'"' &;a~. NalioniJI Roguli!Wry ll.alhtl~, ;,tldilrJB. rntdber• &lt lhtl 
ll"'!'flllutiOI'I;tl Rl.~yir;,. Boilnl. arrcprosGntalMIG ot Alcon ~ in&pcd )'OUI'Wdrrcwrdu ~., •v tift~. 
Rca~K& of 1he 11u6y may be rapo'*' _, any NatKI1111 J=(egulldary Jvienay end may ~ tr..W in 

P~Sot7 
l'al11dpenl'elnltlall. ______ _ 
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STuOY:'T_........ ----
JIAOT'Or.C)I.: t.01-M 
S'TEIU.ING IRIIo ID: *2 tAA 11>'14) 
MTG:Of:IRII Rli\&W:011114o01 
UA ll:' IEYIE.It. !!!t1l.Jm1 

ecter.1mc pullll!lll IIQII$ 1)1' prc:~lll!nkllion&, but no penonal detail6 will be relea!Md. All pers1l1'Cl wi lb 
300&&111 to 11'(l!.!r pcr~on£ll mcdicalroconb wl keep lhlalnformalfon coD1kllllt111~ wiltlitllhe lmif' 11f 
1M ••· lw~cr, lx:ctu.a Df h nead 10 retaaa rntcannaUM 11'111W~I'I prvlbM, absoluta 
r,;c:wdid~:~rtliidii:Y camot be ~arantese). t:Jy algnlng 1hla 11\formed <'»twml ""' ))IIC •ulhodana .:~:eu 
lb ~vr ro~ordJ. 

QUESTIONS 

Yl)llltlil'lo IHI!JIJI\ ~lllr tl)'t' d.octu' ror inforii1RIIon ~tud'ng t1e MlW. 81'16 purpcet or Ills rHtlll'\:11 
liiiJCI)' 1t1\CIIh~ J~ibilil)'Q(~IiC116clnlud a!Mmlldw1hMBp.!il. Your eye dQdor'AtJ ~)0.1 
!lllff~ei~l npp;idunify md lime to dl&euaa thfatnfenllllllon. It y<A~Il8111:! 81l' 4u=lill11S •lel.lll!d tu lhiw 
of.u~ «if you uperilmoa any affecta or ~ dLJ'"'sf vou·· Poii11Uip.tCUI il lll.M r•u~~~Urc.:h 5lu~Jr, 
p!N&a conl.act Dr. DuBiner ar hll alafl' lill (770) ~fiR·MM. 

If you have any q1.18811on1 abOUt tl'iS rt'!~il'l't•m ~"'" riolllllatll n m,;~•ll'"..h .-s•~~r.t. )N:JU ll'lil}' conw:t 
Dr. Sallv Jll. Crean, t:llalrman or S1etlir~ ln!!liluliiJI\:~1 Rr:'li~w lll:lill'd a( (770) 6~91. 

D•~ I\Ol ~ 1his OQIIMnt form ~t111818 you ll8118 had 3 ~:l'onl» Lo t~t:l qu11l1Li~>n1G ~~\C~ ~IW l'<leci.YCd 
s:ili:s fi)C(Qry ;nswar& 1o all of your quNifOne. 

Y<.1u -Ml ro<:eiva a &o~ed and da18d cop)' of 1hla content form. 
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~rubY: T111¥U~ ... 
PROTODa.: C01·lM 
STEIU.I~ IRD ID: 1.!i02 rAA 101-4 t 
!>Ani 01: IIW KI=WkW: Ol!o'14o\>f 
L»\lli:"l•;a::~!!U_~.!\!1 . . ••• -· 

PARTICIPANT'S CONBE.NT: 

I hS\18 read or MrJ M-.'113 10 ,,.~ \'lllll lJ,Jr'IOOrJIYI~ U\1: iuf¢1'1'1~l(il)'l I)~ICic<l in ltll:lo r;()rlsenl romr. 

ll't~u l\:~;ci~d art!.>WC:r.lo ID ull ot mv qu~liom;, 

I hely dllcid9 10 pMI®ilteln 1hls resasrt:fi81Udv. 

I aLdhorir:elhs Kllsase of my medk:al records to N.llianal Rsgul1110ry Authorities.. audbora, membet$ 
t~f 1he li'ISii~ufklnal R..._.iew Boant, or rel)l8sentativel or Alcon. 

llv :~igni~(hi-.c:nrwmffnrm I h;r~ nQI~~n~ivr.d;rnyQffhf! lr.gnlriohl!llwhroh I nlhl':rwi:~r.wDnltt ha-. 
a~ a. ~ubjC>Ct in ,, n:&ei:lr;h ~~udy. 

Dll1e 

SignRillre at l:.i~ieipin,·iilegt.l nr!pM-:crmlllli~ 011.1~ 
(iC roquitud) 

SigiW!ure" at"wnnes~ (If rl!qUIMCI) 0..11~ 

~1d1 
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TRA VAT~ Package Insert 
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