EVI.CT.SE and Steps for Membership

1. EVI.CT.SE - What it is?

European Vision Institute. Clinical Trials. Sites d Excellence(EVI.CT.SE) is a
network of European Ophthalmological Clinical ResbhaSites, dedicated to perform
clinical research in ophthalmology with the highstsindards of quality, following the
European and International Directives for clinittal research.

The EVI.CT.SE is a Committee of the European Vision Institutejrdpean
Economic Interest Grouping (EVleeig) legally conged in accordance with the
Council Regulation (EEC) n.° 2137/85 as a not-fafip science-driven organisation
in Brussels to function as an interface betweeronisesearchers and the European

Union central organization.

Organization & Structure

EVI.CT.SE has a Steering Committee and a Coordigaflentre. The Coordinating
Centre is located in the Coimbra Branch Office Wi &g in Portugal.

The Steering Committee is supported by Expert Cdtess that have a fundamental
role in the scientific organization of EVI.CT.SEdacover the main areas of research:
Retina (Age-Related Macular Degeneration and Rleflgatrophies and Diabetic
Retinopathy); Glaucoma; Cornea, Cataract and RefeaSurgery; Ocular Surface

and Inflammation; and Reading Centers.
EVI.CT.SE has an Industry Advisory Board which ud#s the main Pharmaceutical

Companies involved in Ophthalmology Research tlaaehaccepted a major role in

supporting the development of EVI.CT.SE.
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Aims and Objectives

The main aims and objectives of EVI.CT.SE are:

- To guarantee a high level of quality and excelem the work performed by the

members according to ICH GCP Guidelines

- To serve as a resource for Industry in perforngingjcal trials in Ophthalmology

- To promote multicenter clinical research triaishim the European Union

- To coordinate training activities for its members

Advantages of being a member of EVI.CT.SE

Receive for free the EVI.CT.SE Required SOP Tetasl for Clinical Trial
Sites

Obtain the status of a EVI.CT.SE Certified Centrg implementing
organizational SOPs and Quality Control (ICH GCRd8lines compliant)
Obtain regularly Industry contracts and in thiaywhave a constant flow of
income to keep well trained personnel

Support for Investigator Driven Clinical Trials

Support for EU Clinical Research applications

Access to training and certification of personnel

Participation in subspeciality Scientific SecBorRetina (ARMD, Diabetic
Retinopathy); Glaucoma; Cornea, cataract and afeasurgery and Ocular
surface and inflammation

Networking with USA and National Networks

Promotion of your Site as a Certified ClinicalaltCentre

2.Requirements to become a member:

2.1Basic Requirements

Dedicated clinical trial area facility with diffentiated waiting zone.

Adequate human resources: dedicated personriating ophthalmologists,
trained trial coordinators and administrative parss.

Scientific record in peer reviewed internatiojoairnals

Well-established experience in randomised intéwnal and multicentric
clinical trials.

Commitment to continuing investment in the depebent of the Clinical
Trial Site, contributing to the Excellence of EVL.GE.
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2.2 Additional Requirement

- Have written Standard Operating Procedures (S®Oplace.

3. EVI.CT.SE - How to become a member
3.1.Be a member of European Vision Institute — EVieig
To apply for the membership in EVleeig please doadl the Membership

Application athttp://www.europeanvisioninstitute.org/members.hémd proceed

accordingly.

3.2.EVI.CT.SE Membership Application

3.2.1State in writing your intention to become a membgrsending an e-mail to
cvm@aibili.pt or by post to the following addre&3/I.CT.SE, AIBILI, Azinhaga
de Santa Comba - Celas, 3000-548 Coimbra, PORTUGAL.

3.2.2The EVI.CT.SE Coordinating CentreEVYI.CT.SE CC) will send a
Confidentiality Agreement and a Questionnaire tdilbed out.

3.2.3The Clinical Trial Site (CTSite) will have to returthe Confidentiality
Agreement and the Questionnaire completely filled and signed. Any other
relevant information on the CTSite should be ssmraannex in order to have an
adequate knowledge of the CTSite. Enclosed witlsehdocuments the CTSite

must pay an application fee of 500€.

3.2.4EVI.CT.SE CC will analyse the Questionnaire and iafigrmation in annex and

will inform in writing the CTSite one of two alteafives:

- CTSite is accepted as a Member of EVI.CT.SE
EVI.CT.SE CC sends to the CTSite, for free, the 'EV.SE Required SOP
Templates for Clinical Trial Sites” that need to &#apted and in order to do

this, it should be clear to the CTSite that thell meed someone to dedicate a
percentage time to the Quality System.

If the CTSite already has SOPs in place than ittmaisse and harmonise these
SOPs in place with EVI.CT.SE SOPs, in a 6 monthsogefrom the day it
receives the EVI.CT.SE SOP Templates. Afterwartle, €TSite sends the
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revised SOPs to the EVILCT.SE CC, to confirm themgliance with
“EVIL.CT.SE Required SOP Templates for Clinical Tfdtes”.

The CTSite can then schedule the Evaluation Vigih whe independent
Contract Research Organization (CRO) contracte\y CT.SE.

If the CTSite does not have any SOPs in place, tihemust adopt the
EVI.CT.SE Required SOPs Templates. A 6 months geisogiven for this
adoption. Afterwards, the CTSite sends the adoft@Bs to the EVI.CT.SE CC,
to confirm the compliance with “EVI.CT.SE Requir@@DP Templates for
Clinical Trial Sites”.

The CTSite may adopt the SOPs on its own or if ededay contact directly an
external entity to perform this task or contact EMI.SE CC in order to discuss
possible alternatives.

The CTSite can then schedule the Evaluation Vigh the CRO.

- CTSite is not accepted as a Member of EVI.CT.SE
If the CTSite is considered not to fulfil the Bafequirementdo become a
member of EVI.CT.SE network, it will be informed writing by EVI.CT.SE

CC with an explanation.

4. Certification Process: Audit “On Site EvaluationVisit”

4.1The Clinical Trial Site (CTSite) will be contactday the Contract Research
Organization (CRO) under contract with the EVI.CH.SC, in order to schedule
the On Site Evaluation Visit.

4.2 After a date has been agreed upon between the €a&a the CRO for the “On
Site Evaluation Visit”, the CRO will inform EVI.CBE CC of the scheduled date.

4.3In order for the “On Site Evaluation Visit” taketape, the CTSite will have to

pay:
4.3.1Audit - Evaluation Visit - 3.000€ (to be paid ditigdo the EVI.CT.SE CC)

4.3.2Travel and stay expenses for the auditors (will\&acording to the location of
the CTSite — may ask previously for an estimatepd paid directly to the CRO
that will be performing the Audit.
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4.4 After the payment of the Evaluation Visit fee isniomed, EVI.CT.SE CC

informs the authorized CRO in order to be perforriedEvaluation Visit.

4.5 After the Evaluation Visit takes place, the CTSui# receive a_Follow-Up Letter

summarising all tasks performed and a detailed diktaction points and

propositions to the responsible physician at th&&T The CTSite has 1 month

to reply by written to the Follow-Up Lett@nd establish a timeline to perform the

necessary action points.
After receiving the reply from the CTSite, the EVT.SE CC can issue a:

4.5.1Conditional Certification as a CTSite of Excellent® the agreed timeline, in

order to give time for the CTSite to implementthl agreed action points and if
the period required is more than 6 months.
After the agreed timeline expires:
a) the CTSite has implemented all action pointkorins the EVI.CT.SE
CC, who will confirm the implementation of the acti points and

proceed with the certification process (see 4.6.)

b) the CTSite did not implemented all the actiomns) the EVI.CT.SE
CC officially closes the process and informs tinat €TSite will have

to re-apply.

4.5.2Full Certification as a CTSite of Excellender 2 years, because the CTSite has

implemented all the action points and has SOPsemehted that comply with
“EVI.CT.SE Required SOP Templates for Clinical T&#es”.

4.6Upon fulfilling the requirements to be certifiedetlCTSitereceives a document
entitled “Statement: Rights and Obligations as eiféal Member of EVI.CT.SE”
to be signed by the CTSite. This statement sumestise rights and obligations
of a certified member of EVI.CT.SE. This statememist be returned signed
together with the Entry Fee (1.000€). After thensigy statement is available at

EVI.CT.SE and the payment confirmed, a Certificaiiébe issued by EVI.CT.SE
CC certifying the CTSite as Clinical Trial Site Bxcellence
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4.7. Three months after the Full Certification, the EMI.SE CC asks for a proof of
implementation of the adopted SOPs, in order tdicuarthat the CTSite uses the

approved SOPs in its daily routine.

5. Re-Certification Process: Questionnaire of Re-CG#fication

5.1. 6 months before the Certificate expires, the G Sdceives a letter with a
guestionnaire which is completed and returned th@V.SE CC with the propose

of renewing the Full Certification as a ClinicaidlrSite of Excellence

5.2. After the analysis of the fulfilled questionnabg the EVI.CT.SE CC, the CTSite
receives a_Follow-Up Lettewith a detailed list of action points and propiosis

to the responsible physician at the CTSite. The i€@Ti®ust reply in 1 month by

writing to the Follow-Up Letteand establish a timeline to perform the necessary

action points.
After receiving the reply from the CTSite, the EVT.SE CC issues a:

5.2.1.Conditional Certification as a CTSite of Excellentw the agreed timeline, in

order to implement all the agreed action points.
After the timeline expires:
a) the CTSite has to have all action points implet@e. Informs the
EVI.CT.SE CC, who proceeds with the certificationgess.

b) the CTSite did not implemented all the actiomnfx the EVI.CT.SE
contacts the CTSite in order to establish a neveltime to implement

the missing Action Points.

5.2.2.Full Certification as a CTSite of Excellender 2 years, because the CTSite has

implemented all the action points and has SOPsemehted that comply with
“EVIL.CT.SE Required SOP Templates for Clinical Tfates”.

5.3. EVL.CT.SE sends to the CTSite document entitled “Statement: Rights and
Obligations as a Certified Member of EVI.CT.SE” lie signed by the CTSite.

This statement summarises the rights and obligatma certified member of

EVI.CT.SE. After the signed statement is availail&VI.CT.SE CC a Certificate
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will be issued by EVI.CT.SE certifying the CTSits &linical Trial Site of

Excellence for another period of 2 years.

6. EVI.CT.SE - Summary of Financial Obligations

5.1.To become a certified member
To be a member of the EVI.CT.SE Network, the CTSvi# have the following
expenses:
- Application fee: 500€
- Evaluation Visit: 3.000€
- Travel and stay expenses for the CR@I vary according to the location
of the CTSite) — these expenses will have to bettgd between the Site
and the CRO.
- Entry fee: 1.000€

5.2.Annual Membership
- Annual Membership fee: 1.500€.
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