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Introduction

Glaucoma is a leading cause of irreversible blindness, afflicting 21.8 million patients in China by

2020. While the Ocular Hypertension Treatment Study (OHTS) proved that of lowering the IOP in decreasing the risk of glaucoma development, <10% of the untreated patients worsened and developed glaucoma in 5 years. Treating non-progressing patients not only incurs unnecessary costs to patients and health-care providers, but also induces adverse effects to patients’ visual function and quality of life. According to Ocular Hypertension Treatment Study (OHTS), OHTS-EGPS (European Glaucoma Prevention Study) prediction model, it has been proposed to identify high risk OHT patients (5-year risk to glaucoma >15%) for IOP-lowering treatment to prevent glaucoma development. Notably, the risk calculated by the OHTS-EGPS model relies on five biometric parameters measured cross sectionally, which can be highly variable during follow-up. The ability to distinguish high-risk from low-risk OHT patients remains imprecise and it is largely unclear when to initiate IOP-lowering treatment. Identifying biomarkers indicative of disease deterioration behavior can guide IOP lowering treatment for prevention of visual impairment 
We hypothesize progressive RNFL thinning to be a biomarker predictive of subsequent visual field (VF) progression and that IOP-lowering treatment initiated upon detection of progressive RNFL thinning is an effective approach to direct reducing OHT patients at risk of VF progression for treatment.
While you are attending a follow up clinical visit in Hong Kong Eye Hospital, ophthalmologist will look at you medical records. If ophthalmologist recognizes you as an eligible participant (ocular hypertension or glaucoma suspect patient) and fulfill the inclusion criteria, you will be invited to participate the study. Before you have decided to join the study, please try to understand study purposes and the study details. This participant information sheet lists out relevant information. Please read the following information carefully. If necessary, please discuss with your family, friends, relatives and general practitioner.  If you have any questions or you would like to obtain more information, please kindly contact the study coordinator and decide whether you will participate the study. 
Purpose of Research

1. To compare the proportions of OHT patients requiring IOP-lowering treatment and the total treatment costs between those randomized to IOP-lowering treatment upon detection of progressive RNFL thinning (management paradigm I) and those randomized to IOP-lowering treatment upon detection of a 5-year glaucoma conversion risk >15% calculated with reference to the OHTS-EPGS risk prediction model (management paradigm II) in 5 years.

2. To compare the proportions of patients with risk of VF progression in 5 years between management paradigm I and management paradigm II.

3. To identify the risk factors for risk of VF progression in Hong Kong Chinese patients with OHT.
Description of Study design and Procedures
This is a 5-year prospective, randomized by the MS Excel program, collaborative study between Hong Kong Eye Hospital, Chinese University of Hong Kong Eye Clinic, Prince of Wales Hospital, Alice Ho Miu Ling Nethersole Hospital and Tuen Mun Hospital.
310patients with OHT (≥23mmHg but <32mmHg in at least 1 eye and the fellow eye has an IOP ≥21mmHg but <32mmHg calculated from 3 separate baseline visits within 6 months) without prior history of glaucoma surgery/laser procedure and receiving no IOP- lowering medication will be recruited. 
All participants will be followed-up 4-monthly for extra clinical research examination which last for 5 years except regular follow up visits in Hong Kong Eye Hospital to ensure the safety of this study. Participants will have extra 15 clinical visits in 5-year.

During screening visit, eligible participants will be received indentation gonioscopy in a dark room, axial length measurement with A-scan biometry, subjective refraction and objective refraction, central corneal thickness (CCT) with ultrasound pachymetry. Eligible participants will be randomized to management paradigm I or II in baseline visit. 
In paradigm I, study team will examine RNFL thickness of paradigm I participants using OCT.. Upon detection of progressive RNFL thinning, paradigm I participants will start to receive drug(s) for IOP lowering treatment. In 4-month follow up visits, participants need to receive visual acuity (VA) measurement, slit-lamp biomicroscopy for anterior and posterior segments, vertical cup-to-disc ratio (VCDR) measurement, Goldmann applanation tonometry and perimetry and optical coherence tomography. Participants need to receive fundus examination and central corneal thickness (CCT) with ultrasound pachymetry yearly
In Paradigm II, study team will examine according to OHTS-EPGS risk prediction model five risk factors including higher IOP, older age, thinner central corneal thickness, VCDR and greater Visual Field (VF) pattern standard deviation (PSD) to examine participants’ risk to glaucoma.  Upon detection of a 5-year glaucoma conversion risk >15% calculated, participants will start to receive drug(s) for IOP lowering treatment.  Participants need to receive fundus examination and central corneal thickness (CCT) with ultrasound pachymetry yearly

Potential Benefits
You will receive more frequent, comprehensive and free clinical ophthalmic care and examinations.
Potential Risks or Discomfort
During the extra clinical visits, you will be required to dilate your pupil. We will ensure whether your pupils are appropriate to be dilated. Pupil dilation is a normal routine procedure of clinical care. Basically, pupil dilation is a safe procedure. Participation in this study is no extra risk except using pupil dilation drops for taking fundus photo, which can cause acute angle closure; and your anterior chamber will be imaged prior to carry out other ophthalmic conditions.
Cost of the study
If you agree to take part in this research study, there are no additional charges and rewards. However, you are still responsible for paying for the usual care you would normally receive for the treatment of your illness. This includes consultation fee for each clinic visit in Hong Kong Eye Hospital and charges for IOP lowering medications etc, which you would need to pay even if you were not in this study. 

Alternative treatments (If patient opts for not joining the study)
You will receive standard treatment at the discretion of your specialist of ophthalmology. 
Expected Duration of Research

5-year.
Circumstances under which your participation in the Research will be terminated
You having development of VF progression, decrease in visual acuity and IOP >32mmHg on 2 consecutive visits will exit the study and receive appropriate treatment at the Hong Kong Eye Hospital. When there is any psychological or physical indispose during the research process, your participation in the research may be terminated.
Arrangements after completion of study
You will continue to be followed up in glaucoma clinics in Hong Kong Eye Hospital after the study.
Compensation and Treatment available for study related injury

If you are injured during your participation in this study, the investigator will provide medical treatment to you or refer you to other treatment. You are not giving up any of your legal rights by signing this informed consent form.

Confidentiality

Electronic data will be only saved in physically-secured and password-protected computers in our research office. Information from this study will be submitted to the Department of Ophthalmology & Visual Sciences, Chinese University of Hong Kong for statistical analysis. Only the overall result will be published and your identity will remain confidential. Records and results of all study investigations can be destroyed on your request in future. By signing a written informed consent form, you are (or your legally authorized representative is) authorizing the Research Ethics Committee (REC) and the regulatory authority(ies) a direct access to your original research data for verification of clinical trial procedures and/or data, without violating your confidentiality, to the extent permitted by the applicable laws and regulations.

Under the laws of Hong Kong (in particular the Personal Data (Privacy) Ordinance, Cap 486), you enjoy or may enjoy rights for the protection of the confidentiality of your personal data, such as those regarding the collection, custody, retention, management, control, use (including analysis or comparison), transfer in or out of Hong Kong, non-disclosure, erasure and/or in any way dealing with or disposing of any of your personal data in or for this study. For any query, you should consult the Privacy Commissioner for Personal Data or his officer (Tel no.: 2827 2827) as to the proper monitoring or supervision of your personal data protection so that your full awareness and understanding of the significance of compliance with the law governing privacy data is assured.

Voluntary Participation / Withdrawal

Your participation in this study is entirely voluntary. You will be updated of new information that may be relevant to your willingness to continue participation in the study. You are allowed as much time as you need to consider participation in this study, or to discuss with your relatives prior to signing the informed consent form. You can call us via the contact telephone number provided on this participant information sheet when you would like to get more information. You also can express your wish to participate during future routine clinic visits. You have the right to refuse participation or to withdraw from this study at any time, with no prejudice towards your present or future medical treatments at the Chinese University of Hong Kong or any of the hospitals involved. After signing the informed consent form, a copy of participant information sheet and signed informed consent form will be given. Even after signing the informed consent form, you are free to withdraw your consent and discontinue your participation in the study at any time. Once you request to withdraw, all clinical data arising from study investigations will be deleted. The clinical data in the medical records will, however, be retained for future clinical management.

New Information

If there is any new information that would affect your participation, you will be noticed.
Further Information

For further information, you can contact us at the address and telephone below:

Contact person
: 
Ms Jennifer Tsoi
Telephone no.
: 
3943-5818 
Address
: 
CUHK Eye Center, 3/F, 


Hong Kong Eye Hospital, 147K Argyle Street, Kowloon, Hong Kong

If you have any related to your rights as a research participant, you may contact Research Ethics Committee (Kowloon Central / Kowloon East) 
Telephone no.
: 
3506-8888
Address
:
Block S, Queen Elizabeth Hospital, 30 Gascoigne Road, Kowloon
Department of Ophthalmology & Visual Sciences,
Faculty of Medicine, The Chinese University of Hong Kong

INFORMED CONSENT FORM

I 



 hereby consent to participate in the research study of “Progressive retinal nerve fiber layer (RNFL) thinning as a biomarker to guide intraocular pressure (IOP) lowering treatment in ocular hypertensives (OHT)”.

I have read the PARTICIPANT INFORMATION SHEET and INFORMED CONSENT FORM.  The study has been explained to me by investigator.  I understood all the benefits and the risks associated with this study. I am not giving up any of my legal rights by signing this informed consent form. I have had opportunities to ask questions to investigator and all my questions have been satisfactorily answered.  I have received enough information about the study.
If the result of my participation in this study caused any physical injury or feel uncomfortable emotionally, the investigator will treat me or refer me for treatment. 

By signing this informed consent form, I certify that all information provided is true and correct. I consent to participate in this study and understand that my participation is voluntary and I have the right to withdraw at any time without having to give a reason for withdrawing and the withdrawal will not affect my present and future medical care. 

I  ( agree / ( disagree to be contacted via phone or email to see my interest in participating relevant studies in future.
I understand that my identity will be kept confidential. I agree to authorize the Research Ethics Committee (REC) and the regulatory authority(ies) a direct access to my original research data for verification of clinical trial procedures and/or data, without violating my confidentiality, to the extent permitted by the applicable laws and regulations.
Name of Participant (in BLOCK Letter)
Signature




Date
Name of Impartial Witness (If applicable)
Signature 



Date

(in BLOCK Letter)






An impartial witness’s signature should be included if the participant is unable to read or write.
Name of Investigator (in BLOCK Letter)
Signature




Date
I will be given a participant information sheet and a signed copy of this informed consent form.
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