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1. Trial Organisation

This trial is a collaboration between
[Lead Group name]
[Collaborating Group name]

The [Lead group name] is the lead coordinating centre for the trial. The [Lead group] is responsible for the overall
trial conduct (including protocol finalisation, trial activation, data management, statistical analysis and
publication).

The [collaborating group], represented by the [XXX} is the coordinating centre of the trial in [collaborating group
country] and through [XXX} will manage the conduct of the study in [collaborating group country] in collaboration
with the [Lead group]. The [collaborating country] and [lead group] are responsible for academic leadership of
the trial in [collaborating group country].

[Collaborating group country] sites must refer to the current approved [Trial name] study protocol developed by
the [Lead group] for conducting the study at their site. This [Collaborating group] Group-Specific Appendix
includes additional information about trial conduct in [collaborating group country].

Where information is covered in both the current approved [Trial name] protocol and the [collaborating grou
Group-Specific Appendix, the contents of the [collaborating group] Specific Appendix must be used.

e The following duties will be undertaken by the [collaborating group] for their sites:

- Coordinating national and local ethics and regulatory submissions
- Collecting regulatory documents;
- Providing supporting documentation to [lead group]
- Establishing a local Trial Management Committee (TMC)
- Primary contact to [collaborating group] sites for all queries
- Disseminating study information and reports to all [collaborating group] sites as required
- Conducting site initiation meetings and site activation
- Local monitoring
0 Monitoring local recruitment and protocol compliance
0 Ensuring timely CRF completion
0 Ensuring timely query resolution
0 Collecting any paper Case Report Forms (CRFs).
0 Onsite monitoring.
- Managing site payments
- Overseeing SAE reporting, collecting and forwarding SAE forms/reports to the [lead group]

e [collaborating group] investigators will use the SAE definition as stated in the protocol
o [collaborating group] investigators will use the [lead group] SAE form which will be paper based

1.01 Sponsor
[XXX] is the legal sponsor in [collaborating group country(ies)]

1.02 Trial Drug supply (if applicable)
e Details of supplier
e Details of drug supply to site
e Details of import license
e Details of re-supply

1.03 TMG (Trial Management Group)
Meetings will be organised by the [lead group] trial unit’s team. A TMG charter will be produced by the [lead
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group] and appropriate signatures will be collected from the [collaborating group] members.
[Collaborating group] membership will consist of the [collaborating group] Cl and co-coordinating centre staff as
appropriate.

e Details of regularity (including teleconference and face-to-face meetings)

2. Investigator Authorisation Procedure

Investigators will be authorised to randomise patients in this trial only when they have returned the following
regulatory documents to the [collaborating group] — amend as necessary:

e Copy of the [describe here Ethics Committee opinions and regulatory authorities approvals needed prior
to the start of the trial as applicable]

e Signed Principal Investigator Agreement

e Copy of the approved Participant Information Sheet and Consent Form(s)
e Delegation of Authority (Signature Log) signed by all involved staff

e Copy of current laboratory normal ranges

e Copy of current laboratory accreditation

e Pharmacy contact details form

e Investigators’ and co-Investigator’s Curricula Vitae, sighed and dated

e Financial disclosure forms signed by all the investigators

e Copy of the site checklist

Regulatory documents should be sent to the [collaborating group] Coordinating Centre at the following address:

[Trial name]
[Collaborating group address]

Site staff must either attend an investigator initiation (start-up) meeting or a trial initiation teleconference with
the [collaborating group] [trial name] Trial Coordinator prior to activation (as per local practice).

The [Lead group] will be immediately informed of each authorised investigator and will conduct the final approval
of each site.

An activation letter will be sent to each site once all regulatory and study specific training requirements have
been met.

3. Patient registration & randomisation procedure

Refer to main protocol (as applicable).

3.1 Unblinding (if applicable)

3.2 GP Letter (if applicable)
A template GP letter for notifying the patient’s GP of their participation in the [trial name] can be found in the
Investigators folder.

4. Study Procedures
List any specific study procedures here (e.g. Blood pressure monitoring)

5. Data Collection and Querying Procedures

e The [lead group] is responsible for all querying (other than queries arising from on site monitoring), cleaning,
and analyses.

Indicate what form the data collection will follow (e.g. ‘mail-box’ procedure at collaborating group co-ordinating
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centre using paper based forms, or eCRFs/EDC).

If paper based; the data will be reported on [trial name] specific case report forms (CRFs). All the Investigators
participating on behalf of [collaborating group] will send all the forms to:

[Address here]

“mail-box” procedure for paper CRFs
e Signed original CRFs will be collected by the [collaborating group] Coordinating Centre and sent regularly
to the [lead group] according to the form flow schedule (provided with the CRFs).
e Investigators will/will not be allowed to send CRFs directly to the [lead group].
e The [collaborating group] Coordinating Centre will not modify the forms nor enter them into the
computer (or database)
e The [lead group] will enter the data and perform quality control and analysis.

When necessary, queries will be transmitted to the [collaborating group] Coordinating Centre, which will send
them to the investigators. The [collaborating group] Coordinating Centre will then send the reply of the

investigators back to the [lead group].

Case Report Forms (CRFs), submission schedule and data queries

Study Period Timelines for entry of all Timelines for resolution Timelines for shipping completed CRFs to

required data in the CRF of Data Queries [lead group] for data entry

*The critical study periods should be indicated where necessary (i.e. at times of IDMC meetings or analyses).

The list of forms to be completed for this study and their submission schedule is in the main protocol and in the
CRF completion guidelines.

Data querying procedure to be detailed here by [lead group]

Other sub study forms and all relevant supporting documentation

All sub study forms and relevant supporting documentation (e.g. copies of pathology reports, radiology etc) as
discussed in the main protocol should be sent to the [collaborating group] Coordinating Centre (and NOT directly
to the [lead group]), a copy of these documents must be kept at the site.

These documents should be sent to the following address:

[Collaborating group address here]

IMPORTANT NOTE: SAE-related queries must be answered and returned to [collaborating group] by fax
within 1 working day as per the safety reporting procedures in section 6.

6. Safety Reporting

All [collaborating group] investigators will use the same definitions as defined in the main protocol
(Ref here)

6.1 Serious Adverse Events
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SAEs occurring from the time a subject is registered/randomised until xx days after last protocol treatment
must be promptly reported. Any SAE occurring after the xx-days period and considered to be reasonably
related to the investigational product or study participation, also have to be promptly reported.

SAEs must be reported by fax to the [collaborating group] and to the [ead group] on a Serious Adverse Event
Form within 24 hours of the initial observation. [Collaborating group] sites will complete the fax cover sheet
provided by the [collaborating group] and fax along with the SAE form to the number below:

[Collaborating group country] Fax details

[Lead group country] Fax details

The original SAE-form must be returned to the [collaborating group] within 10 days of the initial observation
of the Serious Adverse Event.

Further guidance on safety reporting in the [trial name] (including reporting of pregnancies) is provided in
section xx of the trial protocol and in the SAE Form Completion Guidelines.

6.2 SUSARs and Safety Reports

SUSARs that occur at [collaborating group] sites will be unblinded (if necessary) by [lead group] Trial staff and
a CIOMS report will be generated. If these require onward reporting to regulators the [lead group] team will
forward them by fax or e-mail as appropriate to the [Collaborating group] for onward reporting to fulfill
regulatory requirements in [collaborating group country].

Email address for SUSAR reporting in [collaborating group country]:
Fax no. for SUSAR reporting in [collaborating group country] :

If applicable, in case of disagreement on the decision regarding SUSAR assessing (for SAEs occurring in
[Collaborative Group Country]), the worst assessment will prevail

Trial SAEs that are considered both related and unexpected (Suspected Unexpected Serious Adverse
Reactions (SUSARs) occurring in other collaborating countries will be forwarded electronically to
[collaborating group] on a [6-monthly] basis. [Collaborating group] will then be responsible for disseminating
to all local sites as necessary.

For example: In UK (adjust as necessary for [lead group country]

All countries SUSARs will be reported by the [lead group] via eSUSAR (or applicable reporting channel).

The MHRA submits SUSARs occurring in UK, EU and third country (those being outside the EEA) via the MHRA’s
eSUSAR website to the European Medicines Agency's (EMA's) EudraVigilance Clinical Trial Module (EVCTM)
Onward reporting to each countries Competent Authority must be completed by each Collaborating Group.

{Collaborating group] will collaborate in the resolution of the follow-up questions to the SAE reports, by
forwarding them to the Investigators, channeling their responses back to [Lead group] and by providing data
as required when needed for the resolution of the queries.

[Collaborating group] will confirm with [Lead group] when communicating safety information to investigators,
central Ethics Committees and National Authorities, in order that [lead group] can file track reporting in the
central [Trial name] safety information file.

The Development Safety Update Report (DSUR) will be prepared annually for safety information collected
over the period of one year starting from the date of the first regulatory approval granted (CTA approval
dated dd/mmm/yyyy). The Annual DSUR will be submitted to [Lead group] Regulatory/Competent Authority
and Ethics Committee within 60 days of the anniversary of this date. A copy of this report is sent to
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http://eudravigilance.ema.europa.eu/human/index02.asp�

[Collaborating group]. [Collaborating group] is responsible for onward reporting of this document according
to their national and local regulations.

CONTACT PERSON FOR SAFETY DATA FLOW AT [Lead group]:

CONTACT PERSON FOR SAFETY DATA FLOW AT [Collaborating group]:

7. Monitoring

- Central monitoring details here (or refer to Monitoring Plan)

- Monitoring visits at study sites will be conducted by the [collaborating group] Coordinating Centre
according to the [Trial name] Monitoring Plan.

- [collaborating group] will review paper CRFs for completeness and errors (queries will generated by
the [lead group]), will monitor timely data (CRF) flow from sites to [lead group], will facilitate the
movement of queries to site from [lead group] and back again, will establish and maintain a positive
relationship with sites.

- All AEs and SAEs will be tracked and facilitated from site to the [lead group] according to the [trial
name] monitoring plan.

Details of monitoring specific to [trial name] here: (for example below}

- All patients will SDV’d 100% for the following; eligibility variables including consent, eligibility/
ineligibility including lab values, disease and date of progression, date and cause of death. If applicable
they will also be SDV’d 100% for trial SAE/SUSAR, drug discontinuation or interruptions, and a random
proportion of patients at each site will be checked for grade 3 or 4 toxicities.

- The ISF will be checked centrally against a checklist and confirmed at site visit.

- Pharmacy: 100% SDV of trial drug dispensing/prescriptions will be compared to the IVRS web reports (if
used)

8. Administrative responsibilities

[Collaborating group] CI

The [collaborating group] Cl is Dr {name here], who will be responsible for clarifying protocol-specific and
associated medical questions, and for overseeing satisfactory trial conduct in [collaborating group country]. All
queries to Dr [name here] should first be submitted to the [collaborating group] Coordinating Centre who will
forward these to Dr [name here]. Requests regarding eligibility or unblinding must also be discussed with a [lead
group] Cl or trial physician, before being granted.

The [collaborating group] Coordinating Centre

The [collaborating group] Coordinating Centre is responsible for handling regulatory requirements and
overseeing the conduct of the study in [collaborating group country]. The [collaborating group] Coordinating
Centre will act as primary contact for all [collaborating group] sites, and as an intermediate guaranteeing
communication between the [lead group] and the investigators participating on behalf of the [collaborating
group].

[Collaborating group] Coordinating Centre
Address

Phone:

Fax:

[Trial name] Trial Coordinator
[Name here]
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Tel:
Fax:
E-mail:

9. Audits

Audits may be conducted by the [collaborating group], the [lead group] (or their agents), national and/or foreign
regulatory authorities or the pharmaceutical company supplying the investigational drug for the study [name of
pharma here if applicable]).

The investigator, by accepting to participate to this protocol, agrees to cooperate fully with any quality assurance
visit undertaken by third parties, as well as to allow direct access to documentation pertaining to the clinical trial
(including CRFs, source documents, hospital patient records and other study files) to these authorised individuals.

In some instances, the Quality Assurance plan for the trial will be referenced in the protocol only and saved as a
separate document (please specify if this is the case).

10. Translational Study (Tissue collection)

[Collaborating group] participation in the translational study is [mandatory unless patients refuse to consent to
the sub-study] or [subject to agreement]. Patients can participate in the clinical study if they refuse to participate
in the translational study.

List any specific details of the translational study here.

11. Trial sponsorship and insurance

Details of sponsor here (either [lead group], delegated duties of sponsor to [collaborative group] or
other

If the collaborating group have delegated sponsorship duties use the sentence below:

The [xxx] has been delegated some duties of the sponsor for the trial in the [collaborating group country] in its
capacity as the legal entity representing the [lead group].

The [collaborating group] is responsible for the conduct of the study in [collaborating group country] under the
auspices of [Lead group].

If academic sponsor:

[Trial name] is an investigator initiated collaborative group study for which there is no industry sponsor designated
to provide indemnity for the trial. Therefore each participating centre must provide its own indemnity for the
study. Mutual indemnity arrangements are as set out in the investigator agreement between the participating
centres and [collaborating group or affiliated University].

All employees of the [collaborating group] are covered by Professional Indemnity; however this may not extend
to other personnel conducting the trial at the participating centres (please check).

If pharmaceutical sponsor (or where applicable):

Sponsor has contracted the clinical trial insurance in compliance with the applicable legislation.

12. Ethics and regulatory compliance

This study will be conducted according to the [principles of ICH GCP in member states] / [insert other GCP and laws
and regulations as applicable].

The investigator shall comply with the protocol, except when a protocol deviation is required to eliminate
immediate hazard to a subject. In this circumstance the [collaborating group co-ordinating centre], principal
investigator and ethical body must be advised immediately.
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Research Ethics Committees

The protocol, patient information sheet and informed consent form and quality of life instruments must be
approved by a National Ethics Committee (as applicable) in compliance with Good Clinical Practice and applicable
regulatory requirements. A copy of the written approval/advice must be sent to the [collaborating groups co-
ordinating centre], outlining the documents approved (protocol, patient information sheet and informed consent
form, and quality of life) and the version and date of approval. A copy of the approved patient information sheet
and informed consent should also be sent to the [collaborating groups co-ordinating centre].

If there are any version changes to the patient information sheet or informed consent forms, these must be
submitted to the [collaborating groups co-ordinating centre] for review PRIOR to use.

Ethics committee composition must comply with the above local regulatory guidelines.

Annual re-approvals should only be provided if in accordance with local ethics procedures; otherwise local ethics
progress report submission confirmation should be provided to the [collaborating groups co-ordinating centre]
who will forward this to the [lead group].

Regulatory guidelines

World Medical Association Declaration of Helsinki
Ethical Principles for Medical Research Involving Human Subjects
http://www.wma.net/e/policy/b3.htm

Common Terminology Criteria for Adverse Events v4.0 (CTCAE)
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm

EU directive
http://ec.europa.eu/health/documents/eudralex/vol-10/
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