
4.1 Why Consent for OHTS II is Required  

 Consent is required for participation in OHTS II because the primary research 
question has changed and the protocol has been modified.  OHTS I answered the question 
of the safety and efficacy of topical hypotensive medication in the prevention of POAG.   
OHTS II will answer the question of the possible long term difference in the risk of 
POAG between those who received treatment early (participants originally in the 
medication group) and those who received treatment later (participants originally in the 
observation group).  Since OHTS I demonstrated that topical hypotensive medication was 
effective in preventing/delaying POAG with little or no safety concern, it is now 
important to answer the question of when treatment should be initiated.  If treatment can 
be delayed with little or no increase in POAG, then delay in treatment could be the 
preferable public health policy.  

 It is critical that at least 80% of the active participants enroll in OHTS II in order 
for OHTS II to be valid.  

 At the end of OHTS II, the cumulative proportion of participants who develop 
POAG among participants originally randomized to the observation group will be 
compared to those originally randomized to the medication group. This comparison will 
enable OHTS II to answer the question of whether delay in the initiation of treatment 
exerts a long term difference in the risk of POAG.   

 In addition, OHTS II will address a number of secondary questions as described 
in greater detail in Chapter 2. 

4.2 Description of OHTS II Protocol Modification 

 In OHTS II, all participants will be offered topical ocular hypotensive medication.   
The study provides all topical ocular hypotensive medication commercially available in 
the U.S. The therapeutic regimen, medications and IOP goals for participants in the 
observation group who begin treatment is the same protocol already approved for OHTS 
I in the medication group.  During the transition period, no other protocol changes will be 
implemented. Tests, measures and examinations in OHTS I will remain the same in 
OHTS II to keep the transition as simple as possible.     

 This protocol modification has been approved by the OHTS Executive/Steering 
Committee, the Data and Safety Monitoring Committee and the National Eye Institute.  
Future protocol modifications may include dropping some measures to reduce participant 
burden and adding some measures to improve the risk model e.g. blood pressure 
measurements.   



4.3 Local IRB Approval for OHTS II 

 OHTS I participating clinics must have local IRB approval for OHTS II before 
transitioning participants to OHTS II.  All participants in OHTS I are eligible as 
participants OHTS II even though the participant may have developed medical or ocular 
conditions that would have excluded them from OHTS I originally.   

 All OHTS I participants must sign an informed consent form to participate in 
OHTS II because the study question has changed and the protocol has been modified.  
OHTS I answered the question of the safety and efficacy of topical hypotensive 
medication in the prevention of POAG; OHTS II will answer the question of the possible 
long term difference in the onset of POAG between those who received treatment early 
(participants originally in the medication group) and those who received treatment later 
(participants originally in the observation group).   

4.4 Issues in Participant Education 

 The principal investigator and the clinic coordinator must explain OHTS I 
results and their implication to their eye care.  Clinical Centers should make every effort 
to have available the services of interpreters for individuals who do not speak English.  
Discussion with the individual could include the following:  

 
1. Glaucoma is one of the leading causes of blindness in the United States.  

Glaucoma is the leading cause of blindness in African Americans.  In most cases, 
glaucoma damage is linked to pressure in the eye. 

 
2. Everyone in OHTS started the Study with high eye pressure but no glaucoma 

damage.  Up to now, it has not been clear whether treating people like you with 
eyedrops to lower eye pressure would prevent the development of glaucoma.  
There have been many small studies on this question but no clear results up to this 
point to guide doctors or patients in this matter. 

 
3. OHTS showed clearly that people taking eye drop medicine had a much lower 

rate of developing glaucoma than did the people not taking eye drops; the rate for 
developing glaucoma was 60% lower among people receiving eye drop 
medication.  This is an important scientific finding that helps develop health 
policy.  Since glaucoma runs in families, this information may be important to 
your children and grandchildren.  This study was successful because of your 
continued effort and assistance.  We appreciate all you have done to make the 
Study possible. 

 
4. Based on the Study results, we want to offer eyedrop medication to everyone in 

OHTS.  We can learn whether eye drops to lower eye pressure are just as effective 
when started later compared to earlier treatment.  The medicines used in OHTS 
are commercially available in the United States and are provided free of charge to 



you.  Your doctor (name) will discuss potential side effects of the eye drops and 
recommend an eye drop that is likely to be safe for you. 

 [Applies only to OBS] 
 
5. Examinations in OHTS will continue every six months.  We will be making visits 

shorter and simpler.  There are no co-payments or charges for visits or for eye 
drops.  Your insurance is billed for standard care; the Study pays for any 
additional tests or visits.  As a participant in the Study, you may save hundreds of 
dollars per year for co-payments and medicines. 

 
6. Because we have changed OHTS to recommend eye drop treatment for all 

participants, you will need to sign a new consent form. 
 
7. If you have any questions or concerns about OHTS, now is a good time to talk to 

your doctor or coordinator in the Clinic so that all questions are answered. 
 

 
Points for Participants in the Observation Group 

 
 
1. Up to now, we did not know whether treating people with high eye pressure would 

prevent them from developing glaucoma. 
 
2. OHTS has shown that eye drops to lower eye pressure protect people from 

developing glaucoma. 
 
3. We recommend starting eye drops to lower eye pressure to reduce your chances of 

developing glaucoma.  There are many different eye drops to choose from.  We will 
try to choose one that is convenient to use and safe for you.  We will try this eye 
drop for a few weeks and then check to be sure it is effective and safe for you.  All 
eyedrop medications are provided free of charge and are commercially available in 
the United States.  No experimental drugs are used in OHTS. 

 
4. By continuing OHTS, we can learn if eye drops to lower eye pressure are just as 

effective when started later, compared to earlier, treatment.  We will also learn how 
long it takes for eye drops to reach their full protective effect against developing 
glaucoma. 

 
IF OBSERVATION PATIENT IS RELUCTANT TO RECEIVE EYEDROP MEDICATION.  

Emphasize the safety and efficacy of medication and the person’s potential risk for 
developing glaucoma.  An observation patient can continue in the Study without 
medication, although we prefer to treat as many participants as possible. 
 



Points for Participants in the Medication Group 
 
 
1. OHTS has shown clearly that eye drops that lower eye pressure reduce the chances 

that you will develop glaucoma. 
 
2. We want you to continue medications as before.  The medication should continue to 

protect you from developing glaucoma. 
 
3. The schedule of visits and tests in OHTS II will be similar to those in OHTS.  We 

will be making the visits shorter and simpler 
 
4. By continuing OHTS, we hope to learn more about the long-term protective effect 

of eyedrop treatment. 
 
5. If you have any questions, your doctor (name) and I will be happy to be of help. 
 
 IF MEDICATION PATIENT WANTS TO STOP MEDICATION.  Emphasize the protective 
effect of topical treatment and its safety.  Also consider the patient’s risk of developing 
glaucoma based upon baseline intraocular pressure, cup/disc ratio, corneal thickness, and 
age.  The patient can stay in the Study without taking medication, although we prefer to 
treat as many participants as possible. 

 Individuals may watch a video summarizing OHTS I results and describing 
OHTS II before signing the consent.   

4.5 Signing the Informed Consent Form 

 After the educational discussions outlined in 4.5, the principal investigator asks 
the participant to sign the consent form to participate in OHTS II.  Individuals are told 
that they can withdraw from OHTS II at any time and that withdrawal will not interfere 
with their ability to obtain follow-up care. Individuals are also told that they will not 
receive remuneration for participation in the study. 

  A consent for OHTS II (Appendix 1) must be signed at the transition visit or at 
the next scheduled follow-up visit.  Failure to obtain written informed consent, for any 
reason, makes the individual ineligible for OHTS II until written consent is obtained. 

 One copy of the signed consent is supplied to the participant and one is filed with 
the study records in the Clinical Center.  To protect confidentiality, copies of the signed 
consent form are not sent to the Coordinating Center.  Signed consent forms for OHTS II 
are audited at clinic site visits to confirm that they have been signed and are in proper 
order.    



4.6 Participants who Decline Medication   

 Not all participants, whether randomized to medication or to observation, will 
choose to receive medications in OHTS II despite efforts to persuade the participant.  
These participants should be enthusiastically encouraged to continue in OHTS II.  They 
need to sign a consent form to be in OHTS II even though they decline to use topical 
hypotensive medications. 

 All participants, whether on medication or not, complete regular follow-up 
OHTS II examinations and tests according to the OHTS II protocol. Participants who 
initially decline medication can start topical ocular hypotensive medications anytime 
during follow-up without needing to sign an additional consent form. Because medication 
status of participants is recorded at each follow-up visit, this information is kept current 
and does not require special reporting.    

4.7 Participants who cannot Perform Tests  
 
Acquisition of useable visual fields, optic disc photographs or IOP measurements 

may no longer be possible in some participants due to ocular and systemic conditions e.g. 
stroke, Altzheimer’s disease and so forth.  Participants who can do either visual field or 
optic disc photography should be encouraged to continue in OHTS II because the onset of 
POAG can be determined by either measure.   
 

Participants who cannot do visual fields and optic disc photography due to 
medical causes should be considered for medical withdrawal from the study (see section 
4.8 on Medical Withdrawal).   
 

To report that a participant is unable to perform a standard protocol test, the 
Clinic completes a Protocol Exemption Form (PE) explaining the reasons why the 
participant cannot be evaluated.  A non-protocol alternative may be possible, eg. 
Tonopen IOP as an alternative to Goldman IOP.  The Protocol Exemption Form (PE) will 
be reviewed by the Study Chairman and the Medical Monitor.  If the Protocol Exemption 
is approved, performance reports will allow an “exemption” for that measure for that 
specific participant.   
 

4.8 Medical Withdrawal    
 

Participants whose health prevents their participation in OHTS II can be 
withdrawn from the study during the transition period.  The Clinic submits a Medical 
Withdrawal Form (MW) describing the reasons for the medical withdrawal request and 
the Transition Visit Form (TV) to the Coordinating Center.  The request is reviewed by 
both the Study Chairman and the Medical Monitor.  The Clinic will be notified of their 
decision.  Participants approved for Medical Withdrawal are not counted in data quality 
and missed visit reports.  
 



If the medical condition resolves and the participant wishes to resume study 
participation, the participant should be encouraged to resume participation.  Notify the 
Coordinating Center.  If the participant had already signed a consent form for 
participation in OHTS II, an additional consent form does not need to be signed.  If the 
participant had not signed a consent form for OHTS II, then consent form for 
participation in OHTS II would need to be signed.   

4.9 Deferred Consent  

 Participants who decline to participate in OHTS II during the transition period 
may enroll in OHTS II later by signing a consent form anytime during OHTS II follow-
up.  This provision allows Clinics to enroll participants who initially declined to 
participate in OHTS II, who did not complete a follow-up visit during the transition 
period or who were not able to be contacted. 

  

4.10 Decline to Participate 

 Participants who decline to participation in OHTS II should complete a Decline to 
Participate form (DC).  He/she can choose to receive care where he/she wishes.  The date 
of the Decline to Participate form should be recorded on the Transition Status Visit Form 
and sent with the last follow-up visit form to the Coordinating Center.  Participants who 
decline to participate can enroll in OHTS II anytime during follow-up by signing a 
consent form for OHTS II participation.   

4.11 Continuing Education 

 During each visit the clinic coordinator reviews the medical regimen, including 
the method and time of medication administration and answers any questions the 
participant may have. Participants will also receive newsletters from the Study 
Chairman's Office containing educational material about ocular hypertension, glaucoma, 
vision, general health and the progress of the study. Other educational materials to 
encourage subject involvement and continued study participation will be developed 
throughout the duration of the study. 
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